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= (54) Title: AMINE DERIVATIVES 
g (54)56 7 5 >S3(* 

(57) Abstract: Compounds which 
exhibit an excellent eflecl of inhibiting 
somatostatin receptors from combining and 
are cflcctivc in the prevention and trcalinent 
of somatostatin-rclaied diseases and so on. 
more particularly, compounds of the general 
formula (I) or salts thereof: (1) wherein X 
and X* may be the same or different from 
each other and are each hydrogen or tlie 
like; R' and R* may be the same or different 
from each other and are each hydrogen or 
the like; Q is a free valency or a spacer 
v^hose main chain has one to six atoms; Y 
is a free valency or CHj-Y'- (wherein Y* is a free valency or a spacer whose main chain has one to five atoms); each s)'mbol ^ 
represents a single bond' or a double bond; T' and "P may be the same or diflerenl from each other and are each C(R*) (wherein R* 
is hydrogen, hydroxyl, or C,^ alkyl) or N when the corresponding adjaceni bond ^ is a single bond, while lliey are each C when 
the con-esponding adjacent bond ^ is a double bond; R^ is hydrogen or Uic like; and R^ is an optionally substituted aromatic 
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Q-R' 



o 

o 



group or the like. 
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(57) SIS: 




oT. C (R") H^liTkmm^. \i \'u^i^ttzlt C^.^TJl^A^Tjkt) qtz 
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W h:^^ 5=- >( somatostatin) lis JiK:g5^;i/-=& VJPMS-?- (somatotropin 

' release inhibiting factor ; SRIF) UTs 1973 ^ftlBtH^tLfco 

10 tits VT hT^^^xD^^a^izitm^t-^iz. 5 mo:>'^-:^^^rp%mi^ 

T:i3t)s ^Mfl SSTRls SSTREx SSTRSs SSTR4 SSTR5 i;#^^^^TV^ 

S (Endocrinology X 136 #\ 3695-3697 M> 1995 ^ ; Trends in 

PhariDacological Sciences^ 87-94 18 1997 ^; Life Sciences 57 
1249-1265 1995 i^)o 

20 ^i6^J^:bfeSIIS0P§^*S5i«)^>^^TV^5(Endoc^inology^ 136 #s 3695-3697 
Ms 1995 ^ ; Trends in Pharmacological ScienceSs 87-94 Ms 18 #s 1997. 

(oct^eotide)^i4^;l/^>'l4M^i©^^^mi:bT^I£^^^T^^5o 

1 
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5 5(Dmm; 



10 iii) R'^ftl±R^ltBm±(Dmmm^tm-^hX-{CK2)^-N = tt%\Z 
. M^&^^LX\^^Xi>^^\7.)^tJi^:^m^; 

Ammm&^mLx\r^x%^i^mmm ; Bmt^ ^izTjv^jittzi^Ti^jiX' 
so^^tzitco^mto ) X'm^ti:s>^^mttc\t^(DiMifii^^nx\,^^ (w 

20 0 9 9 / 5 2 8 7 5) o 

m^ov-^ h:^i'^>:is^v(^(Dmmmi\,^tM-^y'^ h'x-^^x. mom 

25 i^'^^MS.tLX-^^m^X^^&Mt^t^ih^i^com^ifiWm^ri 




X-Y-Ar 
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TV^?>o 
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(I) iiBSfErsc:^**^:) ^m^x-^^u ^oit^m (i) 

1) -fb-^ (I) ; 

R<Asgife3S$:tbTV^T*)<tV>^#i^ST-$)§Bul31) fB^cD-fb-^t/ ; 
©fb-^ ; 

5) QT•^$tl5±^0^^|g^l^V^b6©;^^— y--is^ - 
CO-. -SO-. -SO2-. -NE«- aUt^mm^. /^P'yWb^nTV^T^J:V^ 

T^)ctV^ 2 iffi® C,>6#^^^^<b7lc^Sd^6il«tl^ 1 &V^b 3 Md^^JfeS 2 M 
^X^^ mB 1 ) f3@0{b-a-t/ ; 
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6) Q*s-C0-T$)5lulBl)fB«^©^b'^^; 

7) Y' -e5^^^^5i^0li?Stl*V^L5©:^'^— U— -0-^ -S-. 
—CO-, -SO-. -SOj-. ~NR^- (E''Mi7JcEii?x ad y ^-fb^tiT V^T ^fe 

Tv^T^J;v^2ffi©Cl_B^mi5;.^^b7k^S*^^>^^^n^ 1 ^cVM,3^3&^f>^cS 2 

8) Yi)Siig-&^tfcl*Ci-,T;i/4i/>'^^St9SBl) iB«®<b-^§»; 

10 1 0 ) ASTic^ii^T'^ ^ BuiB 1 ) mm<Dit^m ; 

12) R*is^ Apy>j^^s Auy>'fb^ti-rv>T% J;v^ Ci_6 T;i/=3p;i/:feJ;iF 

15 ^:&bTVN-C*»a:v^7i-;bT*fe5BulBl 1) IBi^O-fb^i^ ; 

1 3) E* *sgJg|S:^^UTVAT%.kVMli'&^#i^ST?$.?.BUlBl) IBfiO^b-^ 
; • 

20 'IE^bTV^T^)J:v^•OK»;;^T&5■B^ff31 3) fB«©<b'^ ; 

15) 3- K-;i^-3->r;u) 7*Dyv-r;i/3S©7'P>'V>r;w'3£t3j3{^s 

2{iEJfeS©3i:{*:ESA5Ef$»5lul31) fB®©ib^ti; 

16) 1, 2, 3, 4-xh7t h-o^r>"J>^fc:fel:^5 34£[ai^^CD35:<*:iBE 
ASR-r$)5BuiBl) ISmo^b-^^; 

25 17) 1, 2, 3, 4-7^h7t h*D4^ U>at3i5(t5 3<i[S^^0i:^lBa 
dsST-^SBulB 1 ) fSmofb-^^ ; 

5 



10 
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19) (2£)-N-[(i— <>^/>r;^-4-l^-^|;s;-»;.<5^;^]-l-((3R)-6-^.Dp-3- 
(2R)-H{3R)-6-i> D D-3-[( ^ y )^ ^;i.]-l,2, 3,4-5^ h 5 h K D- 

•J-;i/)-3-(l-^ > K-;i'-3-^;i/)-N-({l-[(l-p«^;i'-l-rf > K-;i/-2- 
,^ ^^)*;^'}?-;i/]-4-tf^Ui^:^;i/}^^;V)-l-:^^V-2-rb>'l>T$> ; 
(2R)-l-((3E)-6-i^ D D-3-[(i;^5F;i.:p ^ ^ )p?5^;i/]-l,2,3,4-r h 7 t h'D- 

;i/]-4-tf«^U s^-;Hp<5^;i/)-3-(i-f > K-;p-3-^;i/)-i-;rd^v-2-7-Dy'?> 



15 



(2R)-l-((3S)-6-i^ D D-3-[(s;p? $ ^ )p? 5^;i.]-i,2,3,4-5^ h ^ h K D- 

l-^p>^ ';~;^)-3-(l->r >K-;i/-3-^;i,)-N-({l-[(l-p<5=-;i/-l-^' > K-;^-2- 
^l')*;i'^-;i']-4-tf-?.>;£^-;i/}^5=-;i,)-l-;:^d(pv-2-7-D^^>T$> ; ^fe 
OM-C « BuiB 1 ) ^ f3@0Yb-&#» ; 
20 2 b) (I) oTU^^y^ ; 

2 1) -fb-^i^ (I) tfcti-^orn H5^;/i5'-^^;^bT«;S|S^MJ5g^; 
2 2) Vx'h;:^i5^f^>g§^^^^|j|^^j^.^5l5l32 1) mm<D^m!^ ; 
2 3) h:J^^J^5^>-y-riJ^^7-2S§^*:M^ia#^jT-^;S|(ii32 2) l3«©jS 



25 



2 4) Vx'h;^^5^>^^^f^g|,^-^.^;5,I5I32 1) IBI 

2 5) y^hx^^>vy'^^y2§:^i^i^mm-^^:hmm2 4y mmomm 



6 
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2 6) mmmttzimmm^mo^j^ • mmmr';^^mB2 1) mmomm 

■ 2 7) Si 




H 




10 i) R^is>'^py>'^b$nTV^•C^)<fcV^ Ci_6 ^:R'^CHO 

15 R3M4AP-ywb^nT^^^T'feJ:v^Cl_6r;^^;^-:^;^^^^-;.^tfcli/'^P'^^>^^ 
^m^mmi^^. ^n^tisii5$^^^i:^^mi:-r^^b-^ti (i) oM^i^ 

2 8) V^h>^^S'5^>^^^*^^S-&Il»^J*M^i•r2>fc^^)0^ ^fb-^^^ (I) tfeli 
20 ^07*P ^J7-CD^^ ; 

2 9) (I) tfeti^^T'n K^^y^*®:t^g^^4-rSiiJ: 

7 
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^g^fe^^:&bT^^T^.J;V^7'.$yJ fc:fet:J-S rg^^j i:bT»±x >'NDy> 

iT'^Wi/j fciifefcj-^ rg^^^j ^bT^^J^bfe*0^s^^^^,nSe 

(I) 4^. x^j:vx' ifi. m-ttzitmtj:-oX7Kmm^. y^mm^ 

25 X' *S7Jc^i^^T•$)§:^^is$f^UV^o 

iz^if^ %.,Tji.:^jij tbxit. mtit. a^jk rntf 

■ 8 
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;k 'fV7'Pi^;K >^^;k -fv:j^^;K sec-:/5^;K tert-:/5^;K ^>5^ 
^ ^g^^:i^;tbTV^•r^)J;V^ Ci_6 IZibit^ rgj^gj i:UTtt> 

15 :3[^t/>!3;i/7}x'r:;K tert-^ h =^S/*;i/:Jt-;V^t ^) s ^ ^ -Ci_6 

9 
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20 



25 



&(Omt. mi^l:^V^t5M^ t < l± 1 ^VM. 3 MTafeSo 2 
MmitLXlt. ->^uru\fJK i^^uy^ji., i^i7U^>^j]y, ^.^d-s^ 

2,2,2- h U7;i/:tDx h:^'*;/, T-DJif:^^', -r vrn^Jf^j^S^, :^h=^i^, 
4,4,4- h U7;b:rDrh:^^, -YV^h:^^, sec-r/h^i^, 

^KV^t 5 {@x t<{i 1 ;&:VM. 3 MOMDy^ii^ (|?!), y.;;^, ^ 



15 



10 
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^jixj]/^^-;k 3L^j]/7.j]/7iK-jK 7'Dtf;i/;^;i/3^^>K -i 
15 -Y vt^d >^5^;i/;^;i/3^~;K 4,4,4- hU7;i/ 

.iix ^?!l;l«x l3&V^b5^^ »t b < {± 1 :feV^b 3 ^iO^'Noy^ii^ (Ms 7y 

11 
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^>v>.^:t'^j]/t>^)>^ \^^Vi^>s ifDi;$;>, ^^^^^^i^ 

:feJ;V^t^^®:^ISft^Jfc^7'$> (^aj, 1,2,5,6-7^ h^b KDl^';$^>;&i:) 

^>nse 2&id^-e*>^;i/;^y X i^^ui^x t:^^s^>> \fuvt^> 

^ ''g^fe^^;tbTV^T^)J:V^"^M^1^^^J rg^Sj ilbXlis 

Mi^^^^bTV^T* J;V^ 5 ^cVM, 10 M5fSgl=^^^^J& ifis^tf e>H 
15 5o ^aj^Kl :feV^b5M^ b < {± 1 L 3 <iT-fe5o ^ 

• bSiSx *f^b<<±l «cir^b3M0/ND-5''>M^ (^J^ 7iySx 
20 3e7^3&ir) ?fe:#bTV^T% J;V> C,.^TJV^}1 aif^-;^ ^ptf 

;k -fvrnt:;w ■i'v:/5^;k sec-:r^;K UH-y^jw 

;k ds^iff>^x^, Mi^mtLxits ^5^;k ;>dd^5^;k 

2,2,2- h 7;P^Dx5^;V, 7;i/:tDx5^;K rDl^;i/, 

i5 3,3.3- h ij7;i/;i-D7-Di:f;K -fVT-ol^;!/, 4AA-hV7Mu 
y^^JW -rV7^^;K sec-7'5^;K tert-7'5^;K ^>^)K ^V^>5^;i/, 
5,5,5- h •;7;i/;tP^>5=-;K ^^ri^;K 6,6,6- h U7;i/:t 

12 
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5 ^tl^o 

2~:^7^;i/p<5^;K 2,2-5^7 5^ 3- 
15 ^bT{±^ ^?!l;l«> l-:^7^^;K 2-:h 

v^b 10 M^«i^m^^*j i:bTl±^ 'fi?!l;t«s ^^m?J^^^^3^^l^?^ U.n 

20 y'um^^^ts 5 :&VNb 10'M®(#^^tfett2^S;)5^#i^^^^^AS^{f f> 
tv^o :Rfl!:fil3ic{±. m^\ts 2-tfcl± 3-f-x-;i/;2-,3-tfel± 4-lf';s^ 
;i/ ; Z-itz\i 3-7 U ;i' ; Z-A-ttzit >;;i/ ; 2-A-^tc\± 

=^^'J^)JV ; 1-,3-^feli 4-1^7V;U;i/ ; 2--t^7S;^;U ; 2-,4-tfctt 5 
-tr«MS^-;i/ ; l-,2-tfel± U;i/; 1-,2-SfeJi 4--f ^t5^^/U 

25 ;i/;3-tfc{± A~}^V^i^-J\^ ;Z-^V^y'JVJ]^ ; 
l,2,4-^:^1^i^Ty-;i/-5--f ;i/ ; l,2,4-;ii'=3r'y-$^7y-;i/-3--r;i/ ; 2 
-,3-,4-,5-^feti 8-:3p/' l-,3-,4-,5-,6-,7-^fe{± 8--rv 

13 
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■ 5-^V>r>Ky;i/; l-,5-^fcf±6-7i$'7i^-;i/;2-,3-^feli 5-:^ 

it 6— ^>\;^r\;u;i/;i-,2-,4-,5-^;fe*i 6— ^>x^$i$^yu;i/3&^ 
5 n^m-f^Mo 

(^^J^ t^yuifjiT^^^ i^y^)\/'rKJs 

14 
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:tj X rAD'i^>fb^nTV>T*) J;V^ C,_6 T)V^)\/-ti}Vif^=.)\/^ , T/Np^ 

*b<l±x x5^;k 7-Dt:;i/;i|^iz:if^b<l±^5^;i/T^So 

-^S; (I) QTS^^tis r±^©Jp^^l:&v^b6o:^^— t^-j iiJi, 

-co-s -so-x -soz-x -w- {i'\t7mmi's AD^wb^^xi^x'ijj; 

15 
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<fe^bTVvT<fe) J:V^ Ci_6 T;i/^r;i/j IZ^lif^ rglgi^j t UT^f!l^bfe*>0]i)S 
10 '■>'^D/7•Wb^^^TV^T4)J:v^2iffioCl_e^^^^^^^b7Jc^^J fcjstt^S 

(1) -CH,-. -CF3-. -(CH,)3-. -(CH,)3-. - 

15 W,-. -(CH2)s-. -(CHj)e-. -CH(CH,)-. -CCCflg)^-. -CHCCFa)-. ' 
-CH(Cfl3)CH,-. - C(CH3)2CH, - . -(CHCCH,)),-. -(CF^),-, - (CH^), 
C(CH3)2-. -(CH2)3C(Cfl3),-3feif) ; 

(2) C2_eT;i/^-l/V m^\ts -CH=CH-. -CH2-Cfl=CH-, -CH2-CF=CH ) 
-X -C(CH3)2-CH=CH-. -CH3-CH=Cfl-CH2-. -CH3-CH3-CH=CH--. -CH 

20 =CH~CH=CH-. -CH=CH-CH2-CH2-CH2-55:if) ; 

(3) Cg., :p;i.:^-i.x -c=c-. -CH3-c=c-. -ch^-c^c- 

^ f^m0ii?IS[l«cVM.6O;^-;.— 9— J (D'»ji55tfi?!I^tTl4> 
(1) 1 :feV^t 3 M©/^D/7'>M^^;^tTV^T%cfcV^ Ci_6Z;i/iM/> 
25 -CH,-. -CF3-. -(CH,)^-. -(CH,)3-^ -W,-. -m^),-. -(CHJe 
-CH(CH3)-. -C(CH3)2-. -CH(CF3)-s -CH(CH3)CH3-. -0(^3)^^^-. 
-(CH(CH3))^-. -Wz-s -(CH,)2 C(CH3)a-. -(CH3)3 CCCHa),-;^^-) ; 

16 
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. (2) 1 3 ^0;^P^>;^^^WL/TV^TfeJ:V^ Cg.e 7^;i/^r - 1/ > (^t 

«s -CH=CH~s -CH2-CH=CH-^ -CH2-CF=CH-s -C(CH3)2-CH=CH-^ 
-CH2-CH=CH-CH2-^ -CH2-CH2-CH=CH-> -CH=CH-CH=CH-^ -CH=CH 
-CHg-CHg-CHj-^i:*) ; 
5 (3) 1 :6cV^b 3 MCAD^^Ji-JtWL/TV^T*) Cj-s 7^;i>=^- 1/ > (^^J^ 
^^^ -C=C-^ -CHj-CsC-. -CH2-C=C-CH2-CH2-:feif) ; 
(4) -(CHzM(CH2)^-x -(CH2),iS(CH2),2-> 
-(CH2)*iC0(CH2)^-. -(CH2)rtS0(CH2),2-x 

10 (5) -(CH2),3C0NR''(CH,)^-. -(CH2),3NIl«C0(CH2)^-. 

-(CH2),3S02NR''(CH2)rt-^ -(CH2),3NR*'S02(CH2)rt-s 
-(CH2),3C00(CH2)^- ; 
(6) -(CHi)rtNE«C0NE"(CH2)^- ; 

{K^itmmtmMm^ ; R'M± R* tmMm^ ; wl ^^V^ w2 0 1 5 O^HIC 
15 wl+w2 Aso^tV^b5 4 ;w3 j3J;yf if4 liO:feVM/4 0^!gj5&x i^-^ v3 

+w4 0 ^itVM/ 4 ; w5 i5J;tifw6 {±0:&VNb3 (DSl®:?fex w5+w6 ASQ^e 

(^?ij;itfx -CHj-x -(CH2)2-^ir) s -(CH2)rtC0(CH2)^-s - 
20 (CH2),3C00(CH2),4-s -(CH2UE''C0(CH2)«4-x -(CH2).iS02(CH2),2- (B^itm 
fBtmi^m) ; ^^)fc:$f^L<tt-(CH2),iC0(CH2),2-> -(CH2)h3C00(CH2)h4- 

Qtix b<l*3g'^^s ^,^iT)\^^Vy m^\t^ -CH2-S -(CH2)2-'&t 
i^) > -(CH2)rtC0(CH2),2-s ~(CH2),3C00(CH2),,-x - (CH2)„3NR«C0(CH2),4-. 
25 -(CH2)«iS02(CH2)„2- m^\±mm}innm) ; ^^i;$ftb<{±$S-^^. - 
{CH2),iC0{CH2),2-s.-(CH2),3C00(CH2U- (iB^ttluiB^i^IJgc^) :fe^t?febx 
i:^)t>^:^-C0-^6s$f^bV^e 

17 
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-co-, -so-. -SO2-. -Nr»- (R^SiluIB R^ill^^^) ^^W^uJf>it 

*i 5 2 filiM*: irtjs^tf ?,n5„ 
) ^^^^(Om'J'mii3:\^^L5(D7.^-V—j(DiifmttMtLXli, 

-Cfl3-. -CF,-. -W,-. -m^h-. -(CH,),-. 
CH(CH,)-. -C(CH,)3-. -CH(CF,)-. -CH(CH3)CH,-, -C(Cfl,),Cfl,-. - 
(CH(CH3))2-. -(CJ,)^-. -(CHJ2 C(CH3)2-;S:ir) ; 

(2) 1 f^V^b 3 MO^^^<>■•>M^^;tLT^^T^)J:^^ C^.g 5-;i/-ir - U > (^j^ 
Jfs -CH=CH-. -CH,-CH=CH-. -CH,.-CF=CH-. -C(CH3),-CH=CH-. 
-CH2-CH=CH-CHj-. -CH2-CH,-CH=CH-. -CH=CH-CH=CH-; -CH=CH 
-CH2-CH2-CH2-;5:if) ; 

(3) 1 :feV^b 3 mo^^U^lym^^m\.X\^X% C,., T}).^-^:, (m^ 
it, -C=C-. -Cfl,-C=C-. -CHj-C=C-CHj-CH2-5feif) ; 

(4) -(CH^UCCH,)^-, -(CH2),7S(CH,),g-, 
-(Cfl2),7C0(Cfl2)^-, -(CH2),,S0(CH2)rt-, 
-(CH2U02(CH2).8-x -(CH2),,NE«'(CH2),8- ; 

(5) -(Cfl^UONR'^CCH^U-. -(CH2).3NE'''^0(CHj,,o->" 
-(CH2),,S02NE««(CflJ«„-. -(CHJ^jNfi^'SOaCCHj,!,-, 
-(CH2),jCO0(CH2U- ; 

(6) -(CH2),aNR«»C0NE««(CHj)„i2- ; 
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wo 02/16350 



PCT/JPOl/07198 



•o w9+wlO*so:&:V^U3^ ; wll :fe<tVvl2 l±.0:feV^t2CDgSgCt^ wlH- 
wl2 *s 0 b 2 ) !fe ^*s^l:f^ tiS o 

(CH2),7S(CH2)„8- (f3-t(i|filBi:l5|ttiE) ^cCiTT-fe^So 
Y' »^b<l±Jg-^^> Ci_2T;1/=¥V> (^?ij^(fx -CH2-^ -(CHj)^- 

imtils -CHj-s -(Cfl2)2-&ir) ^ «itJlJf?^b<tt-CHj-T-«)So 
ASJftbV^o 

tbV^o 



19 



wo 02/16350 



PCT/JPO 1/07198 



7*pAy-r;w ^>i57>'-r;K ^^=-f->'-f;i/^ift?fe 

;»<5=-;w;^;i/5^::^;w x5=-;i/::^;i/5^-;k 7'di^;i/;:^;i/;}t-;k vt'di^^I/X;!/ 
10 sec-:/5^;w;^;i/7lN-;K tert-:/5^;i/;^;i/jts-;i/ 

75>s i^d-;k $ tf^y-;^ 5=-yy~;K -i'V5^Ty-;K 

-^fctt 3-7 U;K 2-,3-ttzl± 4-}^Vi^JK Z-A~ttz\± 5-^7'J\) 

20 



wo 02/J6350 



PCT/JPOl/07198 



;K 2-. 5-i^u ^s^-;k l-,2-tfcii3-trp ';;i/s l-,2-^ 

fett A—i^^'JVM 4-i^';t^^-;K 3— rv5"7\;»;;K 3- 

a^M^:feJ:VKkM^iP^>S»ftii.<v7'DM?* lMfeiL± (^«J^«x 1~4M) 

^^tf 9 3&v^b 14 Ms $f t b < {± 9 10 M©li^#^^^#i^^^^^ct 

x^:^i^-^;^>. 7iJ'.^^>s ^^i^yux ;i7;w'?y 

r^-^^^m^j cD*#:«sJi:bT{i> l-:^7f•;l/ ; 2-:^75";i/ ; 2-,3-,4 
-,5-*feli 8-:^y ; l-,3-,4-,5-,6-,7.-^fcti S-'f V^^P^ U 
}V ; 1-,2-,3-,4-,5-,6-^feii 7-^ > K ; l-,2-,4~^fcli 5— < 
V^>K';;u ; 1-,5-^fcJi 6^7iJ'7i^-;V; 2-,3-^fc{i S-^r^^-t^'J 
; 2-,3-,4-,5-tfc{± 6-^>75=-x-;i/ ; 2-,3-,4-,5-^feti 6- 
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wo 02/16350 



PCT/JPOl/07198 



^mm^i^^m&j {i^ 2 #ijii±(if ^ t < i± 2 1 tz\t 3 
"^^^mmmihT^m -<>^>m. ^y^u^mtjit) 5 ;9^v^b 10 

l,2,4-;^:^-y-i^7'V^--;K l»3,4-:t=¥D-i^T^J-;K 1,2,4-^7S^:p\;-;k 

r^^-^^l^^j ©^f^:^Ji:bTli^ 2-,3-Sfe{± 4-fc:7xriU;i/; 3- 

l,2,4-3^^'^?■^:;7^/-;^-5-^;^ ; 3-(2-^>^/7^^;i.)-i,2,4-;d-:^^1?- 
$^7'y-;i.-5-^;i/,-3-7x-;i.-l,2,4-;^-:^-b-^7\/-;i/-5-W';i/; 3- 
20 (2— <>X;^:^-y-yu;i,)-l,2,4-;^:^-9-s;:?-V-;i._5~^;i.;3-(3->f > 
KU;i/)-l,2,4-7h^r-y-i^T^/-;i.-5-^;i.; 3-(2--i' > K 'J;i/)-l,2,4- 

V77-;i')5^^y-;i.-2-^;i.;4-7x-;i/-l,3-^4^1^V^-;i.-5-^ 

25 ^ ;i/ ; 4-(2-5^J:-;i/)7x-;i/ ; 4-(3-5^ai-;i/)7 x ; 3-(3-tf>;i? 
;i/)7x^;i/;4-(3-l^i;i^;i.)7x-;i/; 6-7x-;i/-3- >; 5-7 
x-;i/-l,3,4-^:^-9-^:?Ty-;b-2-^;i/ ; 4-(2-±75^;i.)7x-;i/ ; 4- 

22 



wo 02/16350 



PCT/JPO 1/07198 



^D^ >7'y> >'>Dy Wb^^XTV'kT'feiV^ Ci_6 7;WK Cs-n IT' y 

;v7'^y' 7*di^;i/T^^x V7'di^;i/t 

25 :&V^b 5 fi. $ftb<l± 1 3 bTV^T 'fe c^;V^o g^Si^^s 2 

23 



wo 02/16350 PCT/JPOl/07198 

to 

15 ^>tl3o 

TVNT%)J:VN C7_,p7'7;i/^;i/;t^5/j rgi^gj i:UT{±; Iuf3 rg 

i^S^^bTV^T^.J:V^ Ce_,4 7^ u t;::feJ:t-5 rglfeggj i:bT^J^bfe* 
©AsffiV>e.n§o SJfea£©t!jli. ^»Jjt« 1 55;V>b 5 M> »*b<tt 1 J&V^b 3 

25 ^ '"5:fevvb7Miaft^)fc^7^yj {i, -^>•^2>^i:^^bTV^T^)<tV^o 

'"M^fe^^^bTV^T^»J:V^ 5 :5iV^b 7 MtS^S^I^T $ j l3*5J:fS rg 
^fe«J ^bTJ±. iflB '"M^»^WbTV^T^feJ;V^^M*^«^J tCi5Jt<5 rg 

24 



wo 02/16350 



PCT/JPOl/07198 



o T oT V^T % c): V^o 
Buf3 r7^';i/j ^bT{i^ ^J^«^ ^: -CQ-l\ -CO-Ofi^ -CO-Sm\ 
-CS-NRTs -S02-R\ -SO-R\ -SO^-NR^R" C^^. RM±(i) 7jc^M^x 

(ii) a^^^fe^tTV^T^)J;V^^^bzK^S. ^fc{±(iii) ^^S<fe:t btVNT 

b ; R' R" titm^t^mmm'^'tt ^ izM^^^^hry^X% 

a) Ci_e ;<5^;w rDi^;^ ^r vrnt:;!/^ :^5=-;k 

-<V7'9^;K sec-:^^;K tert-Zf^)]/^ ^^i^Atj:^:) ' ; 

b) Cz^eTjv^:^j\^ im^lt^ t:-;K -f v7*d^~;k z--:^y'=.)ytji 
if) ; 

d) C3_e i^^uT^i^ji (mXit^ $x^d7'pi^;k s^^p:/5^;k s^^d^> 
-JW 2-7'>;^>j;u^ch*) ^ $f^b<l±7xii;i/ ; 

7x:i;V^5^;K l-±75^;i/^5^;W 2-:^7 5=-;1/p«5^;K 2,2-i:;7xr.;i/x 

25 



wo 02/16350 PCT/JPOl/07198 



^g^fe^^#bTV^T^)JiV^^{b7Jc^SJ lC:fe{t5 rg^^j i:tT^±^ «?iJt 

15 (00, -<>y^;K l-:h7 h-<;K 2-:h7 h>f ;i/5&if) , 5 5&iV^t 6 

~7^y'i';K 2-7D^;i/, 3-7P-f;K / ;k ' tf^U s^y' 

2-:^75^;i/^5^;i/:^^ri>':«j;i'^-;K 2,2-i^7 xr:;ux5^ 
3-7x^;i/7*Dl^;i//}-:^i/:i3;i/j}?-;K 4-7x-;v7' 

26 



wo 02/16350 



PCT/JPOl/07198 



3-t^'j5^;i/;b;wt^'r;w 4-1^ u ^:^;i/*;w'^^^;k 2-5^x-;i/:5!3;wt^-f 

2-:h7 h■1';l/;^^^^':&^f) , C^.j A;i/;Jf-;i/;t=3f^i/ (^J^ ;»< 

^r$^s :/h:¥-5^:3b;i/sKx;i.;^:^^^if) v -ty --C,.6 T'^u^^l/'-jb^wt^-i'^i/^^- 
Ci.iT)V^?V--^)V^^=t>( M^i/ (^Js i^pi5^;i/:i7;i'/t^^;i/;t4^'N i^x5=- 

l^iiV^b5^^ $f*b<lil^tV^C3j@T•^5o fflfeSi^AS 2 ^J[^±©j^-^, ^ 

27 



wo 02/16350 



PCT/JPOl/07198 



^> 2 ^^tzit 3 ^s:) »^L<t±(i) ^mmmmms in) 5 35^v^b 
10 m$mmtmmm^tcmiii) 7 :fev^ 1 10 m^$^^m^ifi^^M<D 1 <i07jc 

15 M-?-feJ:iOf^m^i^e>g{fn5^7^DM^ 1 MlJt± (^?!Jx.«^ 1 ;5;V^b 4 ^) 
^^tf 5 &^^b 14 M^ »t U<tt 5 «:V^b 10 MO'^mm^mm^ t'ii^m\f ^ 

l^tM^:?>. l^U^S^X l.2,4-:^-^r1?-t^T\;-;W l,3,4-;?J-:iM^ 
20 S^T-^;-;)/, 1,2,4-?- :5'S;:f.V-;K U3,4-^Ti^T^J-;K :7^-tf>, 

4-9-5^-r>s 'r>K-;w v^>)s--;i,^ iH->r >^$^y-;K 4h- 

J5 :^:^yux i^>yUX *;w^\;-;k /3-*;i/;}?yx 7x±>hi;i; 

i^o^mmmmms ^t^itzh^o^ m^v<itm) i jsii^l^m 

28 



wo 02/16350 



PCT/JPOl/07198 



2-^fe{i 3-tf^v;.';>x i:^^>^>;$^>x z-'^y'Jv>^ i^^vt^i^s tf^7 

P [ 2 . 2 . 1 ] ^ > J& if As^tf ^ i^ 2. o 

tf 5 ^VNb 10 M© (^m^^tcit 2 mmMmn^^o mi^mz\t. mx 

\t. 2-^;feti 3-5^xr:;i/;2-, 3- tfc{± 4- 1: U ; 2- tfc{± 3-7 U 
;i/;2- 5-5^Tyu;i/; 2- ,4-^fctt 5-:t4^-tJ-y U ; 1-, 3 

4-l^^y i;> ; 2-l^7S^-;i/ ; 2-, 4- tfcli 5- U ^ ; 1 

2-^fc{i 3-l^Di;;i/;l-, 2-tfeJ±4-^^iJ'V>;;i^;3-tfe{i4- 

y-;u-5-'l';i/; l,2,4-:r:^i?-i^ry-;i/-3--f;i/;2-, 3-, 4-, 5-t 
8-:^y U;v ; 1-, 3-, 4-, 5-, 6-, 7-^fel± 8--r V^y U;i/ ; 1 
2-, 3-, 4-, 5-, 6-^fe(i7-^'>Kij;i/;l-, 2-, 4-*fc{d:5- 
>fVW'>K»;;^;l-, 5-^fcl± 6-7iJ'^i^n;i/;2-, 3-*fet± 5-d^>^4 
•y-U-;)/ ; 2-, 3-, 4-, 5-^fe{i 6-^>y77-;V ; 2-, 3-," 4-, 5 
6-^>^/5^x-;i/ ; 2-, 4-, 5-tfcl± 6— ^yy^^TV;;!/ ; 1-, 

2-, 4-,5-^:^c(i 6--^>X^^t5^^;•J;l'^i^^^©5l#;^m^^S;^?>J;ll^^ 1 
-, 2-^;fe{i 3-1fDU$^-;i/;l-, 2-, 4-^feli 5--f ^ ij ; 

y ; Z-y Z-^tz\t ; l-ttc\t 2-t;^7i^-;i/ ; 
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wo 02/16350 



PCT/JPOl/07198 



^mmm^^bx\,^xb^\,^mmmj ^mm^j tbx\i. mm 

R'T^^tiS rci_3 tLX\±. m^\t. =^^)K y'u}^JK 

10 ^M^^^^j t Lxit. mm r i: tis^m^-t^ ^mm&^_mLx\,^x^j: 

Ce_M Ty-;i/-A;i/7}f-;i/ {0}^ ^>'J>()K l-:^7 ^•^;K 2-±7 h 

20 :feif) , mmM^mLX\f>X%J^\^^ 5 ;fev>b e Jl^lS53g:3t7;i/;J?-;i/ (^s -n 
-fV-n^y-iJW 2-5^y^;K 3_^y^;,,^ 2-7D^;K 3 

30 



wo 02/16350 PCT/JPOl/07198 



-A;wt^-r;i/j ^ ^g^g^;^tTv^T% 5 ^VM> 6 M^^^>b;w\-^ 

ISlSfil^I— T* * o 1 oT V>T 'fe J; V^o 

20 ^13 r:r5/;i/7$yj i:bT{is 1913 T 1 ^tv^b 2 {@S 

^^iMtTK^i^mi^fls *ftb<li> : -NR'-COR^ -NR'-CO0R"\ - 

NE«-S02R'\ -NR'-CONRin^"'' C^^^^ RMijJc^i^^ ^ (± C^.^ :P;i/Jr;i/ ; 
R" {ilus3 R^ ; R"Silul3 V'^hn'^m ; R^'Ni R" tmW.^t^t:i -cm. 

25 R» T•^^i^^ rcj_3 tji^jvj t bT{i^ liiiB R' rCj.^ 

31 



wo 02/16350 



PCT/JPOl/07198 



# Sife^ 1^ — 7? a& :3 T t M JSC o T V ^ T ^ J: > e 

B&S3 rT$/;i/:t:^i^j ^UTlix ^J;?.«. mm ^Ti^Jlj 1 MTg^^nfe::^ 
=^rS^As^lf^ii, $?^b<(±, 5S;:-0-C0R"x -0-COOR"x -0-CONHR" 
15 Case's ttBUlB R^ X'^^m7^>;V:t^i^i3i^ifim\-f^tl ■ 

So 

yt2^W-(;i^:t^^>s -i'^y^^-fJV^^^iy, }f^^ti^jUj^:3riy1^ 

32 



wo 02/16350 



PCT/JPOl/07198 



rai^^j ^bT^±^ 1513 '■g^fe^<&;tbtl^T^)J:V^ C6-14 
t 5 m. b<J± 1 35;V>U 3 ^T-fe^o ^fex a^a^ds 2 ^±0^^, 
"C^^tii. ^g^g^;^l^xv^T* J:v^ Cj-j ^'^^ nT;i/:^;i/Sj fcjsf:)-^ 
10 ^D'^>5=-;K i^^P^:^Pi^;K ^'^d^7'^;K ^^P^i5^5^;K ^^ny-" 

Ci_3 7';l/:3^^>i^:t^S^^ -hDx i^T^^ ^vpy >'fb^^^TV^T ct 
15 V^ C3_B iy^UTJV^JK ^^tJ^>ih^tiX\^^X^X\f^ Ci.fTJ]/:3^i/,.;\nV 

25 n^o 

BUI3 O^D'J7•Wb^ttTV^T^& C,_6 T>i/:^;i/j ^U•r{i^ gyfaR'i: R^^ 

33 



wo 02/16350 



PCT/JPOl/07198 



15 BUi3bfegifeS©^i±, 1 ;&VM. 5 $?^b<li 1 :feV^U 3 -fi-^ 

M^its S/^D^>^;k i^^D^dps/;i,^ 4,4-S?^5^;i/S/^ D^^ri^;K 4- 

* 

34 



wo 02/16350 PCT/JP01/07J98 

^±^ ^^b<i±ili-^#^S^#2^^^^^s ^f)t::$?^b<{i2— ^>^/5^ai- 
20 )K 2-^>^/77-;k > K-;i/-2--r;W -fyh'-^lz-S — f;i/T-^So 
^g^fe^:^;tbTV^T4)J:V^#^S^#:^SJ iJitJ^ r^ifeS^:^ bTV^T*) 

J:v^li-^5f#;^aJ ^mmj li> *f ^ b < li^Npy ^nd-^t'v 

$•?l^^i^l^fc{±2ji^bTV^T^)J:v^7x-;^^fe{i^> Kfj;u (^^b< 
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wo 02/16350 



PCT/JPOl/07198 



QAs-(CH2).iC0(CH2),2- (fB-^tttuiB^|5ll^#) ($ftb<l±CO) ; 

-b* ^-fb ^ tlT V^T % J: V^ Ci_, :^ ^ A> s«n s filfe^S* 1 ^ 2 

Qis-(CH2),iC0(CH2).2- (i3^{±|ufB^ll^^) (S^^.L<{iCO) ; 
• • • ; 

36 



wo 02/16350 



PCT/JPOl/07198 



(2R)-l-((3R)-6-^PD-3-[{$^-^5^;^:?'^>')^^''»'M'2,3,4-7^h7kh-P- 

i-apy ->H-(i->f > h--;v-3-^;v)-N-({i-[(i-^^^v-i-'r > b*->'^-z- 

(2RH-((3E)-6-^nP-3-[(J>P«5F-;i/:?'5>)^5^;W-1.2,3.4-7^h7th-P- 

U^;v)-N-({l-[(5-^PP-l-P^^>'^-W>^*-''^-^^^^^)*^^^- 
;V]-4-l^^U^^-;^}^5^^^)-3-(l-^>>•-->'^-3-^^^^■^"'^'^'•^■^■^"^^''^ 

(2R)-l-((3SH-e7PP-3-[(S^^5^;i/5'^^M5^>'^]-l»2,3,4-7^h7kKP- 

1-:=^^ )j - ;v)-3-(i-Y > h'-;v-3-^ ;W-N-({1-[(1-^ 5^;wi->r > K-;w2- 
^;v):*;i/7i-^-;v]-4-)^^'>)^:^-;Wp<^^^)-l-:^=^v-2-rn;v^T^>o 

mmtou. mmmtom. mmmto^^ mm^i^tziim^y^^mtomtji 

1^3 ';x x>s^y-;i/T$x ^:;x^y-;i/T^x hUx^/~;i/T$x 

If f,nso i^=^^hom©*f7i*i?ohb-rtt^ ^J^«s ^^b7xm m 
^x>ig. y>m ^>-fe*>;^;^'^>®N 
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wo 02/16350 PCT/JPOl/07198 



T)\^ij^)±m^mi^ ms -^^r^i/fph^, 

15 if^^CIbTfb-^^ (I) fcg!{b■r^Yb-^i^*V^ao -fb-^tl (I) 07-D K^^y 

(^Js -fb-^tJ (I) 0:r^>'i^3:^ni^-v>r;Hbs iT'^-Mbs' 

20 >'tD-r;^;^^^S'^^;Wb^ te^t-:r?^;Wb^^^fe{b^®!l;&^f) ; fb-^ti (i) 
07K®SAST5>;wbs T;i'^r;Wbs t)^M'^b^ {^a^-fb^tife^fb-^i^ {b-^ 

its -y-^^iz-Mbs :7vU;Hb. 

<b^.i^:fe<b-^^^*if) ; {b-^ (I) 0*;i/;}?=^rS/;i/Si)Sx:;^7^;Kbs h*<b 
25 ^nfcfb'&i^ -fb-^ (I) o*;i/3^*:^p$/;vSisxf^;i/x;^7^;Hbs 7ix 

lf;iD>f;i/;^-^pt/^5^;Vx;^7^;Wbs x h:3ei>:>b;i/fc;V:t^5^x5^;Ux:;^7^;i/ 

38 



• I 

wo 02/16350 



PCT/JPOl/07198 



m^mi5mz^-^xi\j^^ (i) *^f,M3ii-^^:^*^T#So 

5 ^fc> {b-^ife (I) ©7-D h*7S/^(±^ 9 9 O^.flJ rg^p°„o|| 

-fb^^ (I) lis ^^^^oism. mx\t\>xT07.^-h'e^-^M:^^tb^ 

10 v^^±cnk:^pr5:^&^t:t;^c;*so,T^3i^i^.5o 

2|s:M«4's r^^j {i, at; 0 :feV^ b 3 0 -C^^fo 

TIBc^sjfSs -0»Jx.J^r;i/=^p;i^'fb^i?&N iajJc^^S-SiSx 5'^y'fbSiiSx x:^?^ 
15 ;WbS;;Sv h*fbSJ?&N x-7";HbS^S> ^-fbSiiSs Ji7cSi;S> 'i'i^:?'<bMi?S. 

7* • 7*1//"^ V— >X (Organic Functional Group Preparations) I|2^n 
:7';b7^^ yi7 7-l/;^tt (ACADEMIC PRESS, INC.) 1 9 8 g^^iJ ; n^rU^^ 
. :3b*— »y ^ • h7>:^7;i- — ^— S^s >X (Comprehensive Organic 
20 Transformations) VCH Publishers Inc., 1 9 8 9^TiJ^Ci3ffiO:>&?Ss^S 

[;^:3r~Al] . 



wo 02/16350 



PCT/JPOl/07198 




(la) 

5 bVNo 

i) i^$g^^f^J*^V^5;&S 
) <b^tl (II) ^ $^l~51g0^b^tJ (III) . :^XV^mi^2mM(DBi7km. 

^ (wsc) tjiifij^m^f^Mo tjiij^n'bs wscis^sbVNo 
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^s.m. i^i-i. 5Mi(Di.-t\'T2^t/-<>^jhVT'j- 

h U A, 7k®{b>b »; A^ 7K®{b U 5^ A. 7Xm^/^ U A if ) X 7)Vij U 

3) m?L\t. hUx^;i/T^>x s^-<vrDi^;vx^;i/T^>x N-p<^;u^ 

;V:}^U>x t^p^5=-;VT^^eU5^>x DBU (1, 8-i?Tlfbri/^D C5. 4. 
OD e^^T^-b-T-JO) X PBN (1, S-S^T-tffi/i^o C4. 3. 0^ ^ 
20 >-5-ai» ;a:ii*©T^>^x m^it\^Vi^>. -< K^'J-JK- 2 , 6 

i;>3&ifCDJ^S<4^m^{b^i^^dtifO:t^mS:^diiri)^^lf ^tLSo ^*^T"fex h 

ii) *;i/:^^*dr^'0S*S'f4^^#:^^VNS:&S^ • 

Yb-^igj (III) ©Sj;S<4^^<*:x s^l--5ifi (»^u<t*l~3iS) ©<b 

25 -^tl (II) ^x ^«'i4^^I4'.-e«^^-^^o 

r^b-^i^ (III) (D^Jl^^'&m^i^J ^c::fev^•x:x tT{±x 

K (^Jx ^^DU h\ miTD^ K^tif) X ji-^M^TKt) (^^Jx Ci_6 
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wo 02/l(;350 
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ms ^mmmmms - v^)%m^m. Tk^j^mm. ^y>jhmm. 

.i!]■&-^?^i■^UTffiV^T4)J;V^o ^A^'T'fex b KD7^> (THF) , T-fe h 

S/iS^^I±x ^5i9'F^~4 0^P^, »^ t 1-5 ^F^T^ 5 o 

ft? 1 ~ l O IS, $f * b < liJ^ 1 ~ 3 lgbi^©# 

7miti-hvoA. 7m<\j^v^A. m^m^hv^A. mwrni^^j^j^s 

. i^Mtci&bs ^ b. I'-i ig, ^f^b<i±i^^ 0. 1-0.5 ^ 
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yu'r^y-^i'/ '!/))/— yT. $/>-feS/;^ (Protective 

Groups in Organic Synthesis) , John Wiley and Sons ^\ ( 1 9 8 0) {cf3 

'fb'&tJ (V) tih^m (IV) ^<&ji7nfit;T;i/^;WbSiiS{3<>j"riii:{c^oT^ 
E'3bS7Kllii^-^fe5<b'^ife (I) X f *t)-fe^b-&«^ (la) $ii5i1-5o *RJeS 

10 -ffe^-fb-^i^ ( I a) i)St#e,ti^o 

WiM7my)v^)\^it^Kmt. m^\t. ih^m m i~5 i« (*ftb< 
i± 1-2 ^g) o{b-^% (V) h-^^m-^mihmo^-^-r. ^fStt?^^.+T-siiS 

^ -y- 5 c: i: J; o T fr ti S o 

r^PTKm^b^^j iitxtis -fiaj^if, 7j<^<b7;i/^-'i7A> 7X^'fbT;v^-e7 " 
15 AU^^-i^A, 7jcm'fb5^e7^:^h 'je^Ax Tk^^b^^e^^U^^e? As ^Ty7j<^<b5^ 

hue^Ax (^j> 5}<5>-THFi§iix *7^ii-;i/5j<^>^cif) > 

■:/^;i/7;i/^-ii7At K i; h\ jsit/^n^j^M^^-fbtii:;)/^:^^ (^?!In :^{b 
T;i/^-'i^As Egig'fb5^^X.:^<b37'?;i/ hJ&ti^) ^tz\t:^^i/Mh^)l^t<OU 
20 ^tt^}^ifimi^Mo ff^Ll^^M7Jc^'^btl^b-r{i^ i^T >f 7\^mhrt^^m± 

;5i;&BtF^{±i^ 0 . 1B#F^~4 8B#ST-$>^o 
25 r:^yS^4^^a^,j ^bXlix 'C^Jx.Jis 7)\^zi-)V^m% ($f^b<J±x^^- 
;i/) . x-5^;i/|^^ji ($?t U < li THF) . -h';;^^^*^ ($ftb<{i7'^r.h 
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o=^t'=Q-r' (Va) 

S_l_l_LAS#i^^T^2>{h^i^ (la) 4Sf#e,ixSo 

BufBLfeYb-^ife (V) tHa^m (IV) ^Oji7ce?jr;u:^;HbSiiSi: 

Jim 4 T^;wb-5jf&tfctt7';i/^;WbSi;& 
10 ^-^^ (I a) ^fe7'i';WbS/i&tfctt7';i/dp;p'fb^t:<^I-rc:hl3 j:oT> 

A5>^^D-5'•Wb^i^TV^Tfe Ci.6 7';1/^;K ''^D^Wb^nTV^T^)J;^r^ C,. 
-^i/T-feSYb^ (I) <^®iai-ri»o *S^Sti^ gf^^^&^©:3^^l::bTcASoTfT 

^tf (la) i:^ (VI) : R'-^OH (R'» ^±>'^P<^7'><b^n-rv^T% J;V^ d., 
^;i^-:^;i/sK^;i/^fei±/ND'^Wfci^nTi^T* J:v> c,.6 T;i^jvxji^^-;v:t 

20 IzJi^xm^^Mo BulBxgl©:p$ K-fbSji&iiJl^^lc: tTfrfcn 

• ho -fb-^ife (VI) 0SJfE:^4^##i:bT^±^ mmih-^^ (III) ©SiStt^^i*: 

ii) m7.lt R^*SAD^Wb^aTV^TfeckV^ C^.g 7';i/^r;i/T-$)S'fb-^tl (I) 
^±^ <h^^ (la) i:^ (Via) : R^^CHO (R^M±2k^M^^fel±>'ND^Wb^ 
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5 [;^dp-A2] 



(IV) 



XS5 



(VII) 




XS6 




(X) 



(IX) 




L'T^^n^ TOiSj tLxit. mnts (1) ^^Dy>JM^ (^j^ mm. 
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<b^^ (IV) i:{b^i^ (VII) t^mTLmTJV^Mt^Ji^lznT. :^Rmts 

-CHj-Y* -T*5Yb^% (VIII) dsf#^ti<5o 
10 tfc, 55 

oKZ/"-"^' (Vila) 

7rfi?}T;i/:Jr;Wb^J^^lcM"rcii:fc:J;oTs YAs^-^^T-^jS^b-^i^ (VIII) ifi 
15 XS6 mum^Ji^ 

(VIII) 1-2 O^g (*f*b<{± 1-5^5) 0^S^^:f?S14^^^* 
20 X'ms^^:hZtlzX^xnt>mo 
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(VIII). ^M7j<^^bji7n£liSMt-r^i:t3 J:oTfft)HSo 

5 ^g^MTfc^fbigTcSiiStts MmcDi^^r. ^m&mmf^. i~ioo^h (^f • 
10 mmo^mmt. i^-^m (viii) ^c^tT^ ^nmo. o i-iiSs 

b<(il*jO. 0 1-0. 514T-$>So 

Rj^s^\t. ^2^- 1 0 0 "C^ if ^ b < 5 o 

20 <b^J^ (IX) 2:<b^^ (X) i:^S;fS^-^?>ci:t<toT> <b^ti (lb) . 

^mm.t^o (X) I^•©Qni3v^T^ MSL^ni^^-rswHis** co. 

so ^tz\t S02■t:$>5m•^^ *Sj;cii^i^ lulBxmiO^^ h*{bSJJ5hIlI1il3bT 

UT)\^^M\j^mts mx\m^^ (ix) h^ $5i~5is ($f^b<ii$^ 
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;i/AT$ K (DMF) ^ :?'-fe h>> 3i^J^^-;k tr»;^>, ;*c^irds^^ tV^o 
- 2 0 'C- 1 0 0 'C. b < Ji^^- 8 0 °CT*ab 5o 
-RJi&^F^Jis 0. S^^-lBT^^o 

Yb-^ (lb) tt. fb^^ (IX) (Xa) : OHC-Q* -E^ (q* 
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— CONH— R* 



'n— CSNH— R* 



Jims r^pVTi'tiR^ 

15 - 2 0 "C- 1 0 0 -C. m h < 8 0 »CT-$>^o 

49 



wo 02/16350 



PCT/JPOl/07198 



i^m(DmmMit. mXitih^i^ (IX) t^Us M^S~21gT?$>5e 

^b-^i^ (IX) ^5^:te7l/T{bKi«;k:r^-rcia:k:J;t), AStK^M^, . . . . 
T^ASN. QAs-CSNH--e^5{b^i^ (I) s -r3fetot.<b-a-^ (I 
10 d) ^^^T^^tifiX^n^o 

m^7^^]yTjhRmt. m^it'fh^m (ix) i--2M&<Dih'^m au) 
mBLtc^t-^^ {in . (Ill) X (IV) . (V) ; (va) ; (vn . 

15 (Via). (VII). (Vila). (VIII). (IX). (X). (Xa). (XI). 

(XII) tfim^mmLn^m'^^ ^t^^oit^mt^tLxm^x^ j:Uo z.q> 

.ia^c^^bTti. BulB^b^t;' (I) ©J^i:bT^J^bfe*.0As^{:fe,n5o • 
tfc. ib^i^ (D ^Mjii-r^^fcilJl^i: tTMv>f,ix5'fb-^i^ (II) . 
(III). (V). (Va) . (VI). (Via). (VII) . (Vila) . (X). 
20 (Xa). (XI). {\W) \t. U^^%(D-f5^^. 0 - k 99/52 

25 ii£;®^?iJhbT«±. ^{bSiS;. ilTcSjiS;. T'^l/^MbSiiS. /jn7k:^)^Mi;&. > ^ ^ 
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77> (THF). 1, 4-i^:t^1)->^ 1, 2-S^Ah^iy^^>tj:ti!fim\f 
5 ^)^^§o 

i&f3 r^^i^m^^j ^LTI±x mut^ 

SO) tc^AS^tf ^,tl5o 
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$^>;;K tert-:/f-;i/S^^5=-;i/i<'';;K tert-:rf-;vs^3ig^;Vi^U;i/;5iif) ^ 

10 rDi^;K -fV7-De;K tert-r5^;v«tif) . c^-u T^;i/=^;i/ 

^>S^>jl/«cif) . 7x:^;k hU^;K ty^)J\^i0iL h V^^JVt^iJjv^ hUx 
5=-;i/i/U;W i^p<5^;i/7xr:;vs/i; ;K tert- 5^;!/^- ij tert- 

{f&n-So cn^OStix l:&l^b3ii®AP^>M^ (^«Js 7y5f5, ^ 

7 x U tert- 7^5^;!/^;^ 5^;v>> i; ;k tert- ij 
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5 -<> t—ii^-'if^ (Protective Groups in 

Organic Synthesis) , John Wiley and Sons flj ( 1 9 8 0) fcfBlK©;^^^!: 

^b-^tl (I) &M.W&^. Hl^Mft^^^^^tT 

■ ^in^^'fb'&i^ (I) J:bT^^$n?>hi:%lc. 

(I) lc^^M1t^*s#:&tS^'&ttts ^^b-&i^*^&^iiJ$nfe^^^tt{*:4) 

{b^i^ (I) ii-a^^n^o 
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. 1 ) ^mn^H^ 

jm. {+) -m^m. {-) -m^m. (+) -i-7x^5^;i/ 

2) • 

Mt^:^^o m^\tm^^X2'^ Vtr^y ^ (O^^s ENANTIO-OVM (h 

15 -©^-^x CP-Chi ra s i 1-DeX CB (t^-3L;v^^3i>x^m 

3) ^TJ^T^L/;^^-^ , ■ 

^^^tJi^mWi mX.\S., MTPA Ca:--?^ h^5^-a- ( h U 7;i':tD^ 5^ 
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it^^ (I) ^i^ 3- ('f >h*-;i/-3--f;i/) yu^J^ jimiz^\f^2^ 

izyt^^i&f^ityt^L. M^#M'l4'^"li^fc:43V^T (R) (S) i*:i:*s^|pS-r 
So ^©a^x (R) <*:*s$f^tVNo 

{b^^ (I) l±^ 1, 2, 3, 4-7^h7b KDJpy i;>St::fe{t§3 
4fi[lc^#tSi44"iL^<&:tU ^^^^S^44"ll^^:::^3V^T (R) (S) i^ti^^tt 
T^o (I) {±> (R) i^^tzlt iS) i^(0\,y-rM'^^^zttfi1tJ-^L 

\f^o z<D^%. (R) ^*5^ftbv>o 
•fb^^ (I) lis ^ixfcVx'h;^i57 5^>:g^#:i^-^|lSmft^ (-f^feto-fes Vx' 

(SSTR2) Si^-^iam^'^Mx ^A^T-^V^ h:^^5^>i^:/iS'^ 7*2g^i*: 

^'7— tfs K+5=-i'>^;K Ca2+5^-v>;%;i/s maSJi«U>^{bs 5J^;:^^U>''? 
— if CZ-r^i/ h-;U3-i;>^]l^^s MAP:3r:^— lr\ NaVH+355lfemx 

^^iz. -fb-^tid) l±^ stt'fefi<s m^nm m. th. «i7$/. .^t. ^ 
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5o 

m r7^;i/^>j tvxit. m^\t. mmt^jv'Ey (gh)-x mMM^Ey^iu 

^^)V^> (GHRH) ^ 9t^BifM:!^^;l/^> (TSH) . rn^i^^X 

5 V>7^^7ifV'-:7.yTPi^ 1- (IGF-I) ^^XJ^Jk*§p3^i^mm^ (V 

EGF) «c^*spl:ff,^x5„ ^ ^^mi^&!^Mj tLXit. mXlts ?^VTif=r 
^:/^>7^X7^^:^;l/;^^^J-^7•^K (VIP) , ;i;xh»;>. t/;i':^3if>^^7- 
5^K~U i^-:/;:^^>x-p, CCK (uui/;^ ; 

— ^>iS.-D>r:?P>-6 (IL-6) . ^>^^D^:^>-1 (IL-1) 

-fb-^tl (I) l±. (1) ^i^g;;^^, TSH^^ffijg. ^^^^tt (^^ 
*itH4) TSf*:jaii. A CTH (TKl^yn h d tr» |liM38s 

20 v-fe^M ( iM) «iS3^. ^ y-T. V >n^i^m '(II m) mmmi^i^i^) v^^± 

^^Ms (4) M^miks mm- my xy'jK tast^mms m^t^ 
25 m^. wjfis nmrn^^s Mu^^igan^i^cD^mM. (5) -^unyt^^j^-. 

if) X (6) l*l^^fliitJ^^ai^{3#aT^^~-|fcDi9^^m'm ^^,{C(ii^Jii 
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mmn^mmt tym (^j^ s h o r t b o w e i mmm^ ^) > m<t^m^ 

'mmmm. mmmm^sk. mmm. ^m. mmm. mms&s mmm. $mm. 
m^4#®n4eJfil^^ ^-i^^>m. i^^^^^^^^^ttu w^n^&h*) tji^fo^mmim 

mmo'^m -^mMs ( 1 1) :^it#MJSiiiJfiix sfm^s ^m^tmmmco^mm. 

(12) ^^l^ti-ftffi-rs^S^St/K (Ms V-yx^>XP. ^h^^X ^ 

(13) nmmmmi'om^-^m^zmm^m^t^ti^^. m^\£. m 
25 im^jii^o^m^s (14) 11^0 (^js mmtai:) tj^h^o^wM. (i5) 
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,mjk. AMS^^i. BMB^is CMm AIBSmmm. hh;^l^D-Te7-i' 

^T•^^)^ (16) M^^ii. -km. mm. i^^mtji^<Df^mi^^{z<b^\,\^ti. 
(17) mmm. ^i^^mms mm. ^mm (m. 

mm^^ v^-^^. -^mmmtjii:) izti>tji^mm) (omi-m^ut'. mmm 
tLx%mmx'^^. i^^iz. (i8)^t^s^ (I) izmm^tzim^is:^-^- 

15 fc:SSTR2) . (I) V^^±fig:g.-^^;^^>0^^^(g^^;5 g 

A^^T. -fb-^i^ (I) ^«'i^;i^^y^iGF-i0^si3^a-r'Si^0-^i^ 

^' rfig:S;jT;i.^>^i GF- 1 (Di^^izmmt^mm • i^jro^i^ • f^mj t 
0 UTtt^ ai^)^ (m. -f >;^u>fe#^ (IS) li^^, -i'>:^';>#'6!c?^M 
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5 trz\tAii>stj:i:i::ii^^mwii^'(fm&^^(D^^; TPN i^mmn^ 

10 T*feSo 

x'l/'f s JTT-50U GI-262570^ MCC-55 5> YM 
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10 



20 



25 



-4 4 0. DIlF-2 5 9 3. BM-1 3- 1 2 5 8. KRP-2 9 7. R- 1 
1 9 7 0 2. CS-0 lli^i^ifimf^n^o 

^V-l^s (kAD- 1 2 2 9)\ J T T- 6 0 8 JfeifiJ^if ^.ti, 



15 ^>:^V>tLXi±. 0. 4 5d^f>G. 9 (w/w) 

^3T]^].±iJl.^^^i^^^i.^-^^^^ ^j^j^^ AJ-9 6 7 7. BMS- 
1 9 6 0 8 5. SB-2 2 6 5 5 2. AZ 4 0 1 4 Otj^ftfimif^h^. 

h\ bT-^^-X BAY-27-9955:&ifis^»f ^.n^So 
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h ; >r 5. VT.-^ y h \^i-\y7.^v b ; SNK-8 6 0 ; ^Jit^)]/\/7.i' V Y ; 
AR 1-509 ;AS-320 \ ts.}^i^mi^Mo 

T-DT^-f If CES^iiLTtix '^?y^t^^ NGFs LY-333531 :&ifi)S^l:f 

10 ^x'^f-^ (memantine) s l^-^^KUV (pimagedline ; ALT-711) ^feifA^^ 

25 >;&:i:-;i)^p{f fjtL^o 
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i^v^h^^>^jvmnmtvx\t. m^its ur^^PT^bUAs 1-27152^ 

AL 0671. NIP-12l35;^is^Jft,ti5p 

i^U^i^^JK ^Vl^V-)l^>, ^;i/'<"t?-;i/^X CS-866. E4177J5tifAsp{ft,ti 
5 -So . - 

±^ r#M^^?^3iimj tLx\t. m^its }f7.n-^x^.^--hmmm. t-^^ 

^> mtit. GHRH) . GH. IGF-lj . ' r^^^ >m$i,i.M±^ 
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5 2) fb-^ (I) i:#f^fflm?Rli:*mic:S{^KbU-t:#^.n5 2li©tS^j0ll- 

nist-^s 5) <b-^ (I) tmrn^Mmt^s^i^izmm^bhrm^ti^ 2mom 

25 :^mm(Dm^mM^^s fb-^t/ (i) ot^mit. m.^^±i^(DO. i~io 

OMfi%T-^^o m&lts ^-#;^-h^ ^,t3Si^"{cJ:DP:&:;5]bs, 
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Mtz^). mm W^^ (I) ) tLxmo. I'-SO.Omg. ti^tbKitm 
l-lOOmg. ^e.{c:»tu<ii5-10 0mgT$)t)s 1 B 1 --^Jsl^^if 

^^mo^Mm,!^om^\z^\,^^ti^mm^^izm^^fi:s>^iiitLx\t. 
5 mmmutbxm^(D^m^m;^^\,^ii:mmmmifi;&if^ti. m^it. mm 

iiSi^Ts mmm. mmu mmk "smk mmm. mmmi-j^^ommfsntim 
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jfev>$gH-e^{b$^T*)ctv>o 

25 -Tj^X^^:? h;i/{i, FABtJ;t)iiMbfeo 

s : i/>^^\/9V (singlet) 
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d : h (doublet) 

dd ; h (doub 1 e doub.l e t) 

dt : ^J^:/;i/h Uri/y h (d oub 1 e triplet) 

t ; hVyu^h (triplet) 

5 q : ^t;^?^^ h (qua r t e t) 

m : h (mu 1 t i i) 1 e t) 

b r : :/D-h* (broad) 

J : ±>y7'V>^M§k io ovLpl ing constant) 
Hz : (Hertz) 

D. CDCl 3 : a^^DD:?J^;i/A • 

D M S 0 d e : fiS^^ K 

THF : 5Ph7hKD77> 

DMF. : N, N-J?^^;i/stv;i/A7'$ K 

DM SO : 

i wsc ; 1 -:ii5=-;i'-3- (3-^^5^;i/7'$x'7'Pt:;W 

^H-NMR : r.D hVifelS^^DJl 

(M^^U— f^^CDCl3tt«-T:M^b7be ) . . 

Me : pi^ju 
E t : 

HOB t : 1 -h h'D^rS/- lH-^>v;h U^'V/-;!/ 
I P E : V ro Vf;i/x-7';i/ 
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0^0' 



no 



4-*;i/^;v-N-*;i/5}^^>v^4^>tf'^y (4.45 g) o:t;vh^^;>^^;v^ 

^ (10 ml) 13 p- h;u^>;^;i/^>^ (lO mg) ^fein^feo 40 ^fSllQ 

•9-> = l : 4) -C-miSL/> ^IM-fb-^tl (4.32 g) ^fffco 

WMR : cJ 1.08-1.35 (2H, m), 1.53-1.86 (3H, m), 2.74 (2H, m), 3.35 

(6H, s), 4.02 (IH, d), 4.20 (2H, d), 5.12 (2H, s), 7.35 (5H, s). 

10 #%^J2 



4-{V^V^i/^^)V)-l'}:i^^)V>ti)\^^^^i^^-h (4.32 g) 
(Dj^^y^-Jimm (40 ml) ^ lO^^^S^-^A^f^ (0.553 g) :fe.iltJ«:^f^T> 

15 ^:^>j7A (3.73 g) tm^tco i^iit^m^m.^ 1 mmimm^htc^. mu^-r: 

WMR: 6 1.06-1.32 (2H, m), 1.62-1.82 (3H, m), 2.57 (2fl, dt), 3.09 
20 (2H, d), 3.34 {6H, s), 4.02 (IH, d). 
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4-(i>/ h^i^^^J]^)}^^Vi^> (0.947 g) (DM^^-j],^^ (lo ml) 
5 hV7Momm±^)l^ (0.85 ml) :fe<ttf h Ui5^;i/7-$ > (1.0 ml) :feiQA 

% (0.779 ff) ^nno 
10 ;fl-NMR : 5 1.18-1.44 (2H, m), 1.78-2.00 (3H, m), 2.73 (IH, t), 3.09 
(IH, t), 3.37 (6H, s), 3.96-4.12 (IH, m), 4.04 (IH, d), 4.49-4.64 (IH, 
n). 



4-(s^p< h:3Fi^pif-;v)tf^i;i;> (8.79 g) OT-fe h u;i.gM (250 

iDl) WSC (13.99 g) . HOBt (9.77 g) ^J^D? N-pi5^;W > K-;i.-2-*;i.7jf 
>^ (10.64 g) ^iM^tzo S/lS^^M^T- 24 ^F^^?|iUfco SJi&MUjJc^jjQ 



##^^J4 



15 y> 
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mit-^^ (16.26 g) ^mtzo 

MMR: d 1.20-1.46 (2H, m), 1.73-2.01 (3H, m), 2.75-3.10 (2H, br), 
5 3.38 (6H, s), 3.82 (3H, s), 4.08 (IH, d), 4.22-4.57 (2H, br), 6.59 
(IH, s), 7.08-7.39 (3H, m), 7.41-7.63 (IH, m). 



10 h^->p<5=-;V)-N-h y 7;i/:tn7'-fe5=';i/t^^U THF. (6 

El) Bim. (3 ml) *iPx.feo 9 ^P^m^bfco S^S^^l37j^ 

m:km^-T^^mL. nm^. mmv. mmit-^ (o.eii g) ^mto 

'H-NMR : d 1.62-1.88 (2H, m), 1.94-2.14 (2H, jb), 2.51-2.69': (IH, m), 
15 3.12-3.50 (2H, m), 3.80-3.97 (IH, m), 4.11-4.28 (IH, m), 9.70 (IH, s). 

l-[(l-^ 5^;i'-lH-<> K-;i/-2-'f ;u);!7;i'^-;v] >; s^>-4-*;w5;i/7*t 



20 ^mm 5 tmmi^Lx, mmit-^^^mco 

MMR: 6 1.52-1.82 (2H, m), 1.92-2.11 (2Hi m), 2.51-2.69 (IH, m), 
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3.17-3.39 (2H, i), .3.83 (3H, s), 4.20-4.42 (2H, i), 6.60 (IH, s), 
7.10-7.19 (IH. m), 7.28-7.40 (2H, i), 7.63 (IH, d), 9.72 (IH, s). 

l-C(l-;^5=-;i/-lH-'f > H— ;i/-2— f ;i/)A;i//}?^;b]-4-l^^iJ K> 

6 

l,8-S^7'-tftf5^i:7p[5.4.0]e7>7=-fe-7-ai>(2.25 mD^fe^^TJa^, 15 

i^i^Ufco ^losjiiS^St^ i-^^;i/'f > K-;i/-2-*;i/;jf>M(2.63 g), 

WSC(4.31 g). H0Bt(3.45 g)©T-fe h" h i;;K30 i^Dmm^mUlim^. 2 ^ 

'H-NMR : 6 2.56 (4H, t, J = 6.2 Hz). 3.89 (3H, s), 4.07 (4H, t, J = 
15 6.2 Hz), 6.70 (IH, s), 7.12 - 7.21 (IH, m), 7.30 - 7.41 (2H, b), 7.64 
(IH, dd, J = 0.9, 7.8 Hz). 
#%^J 8 

(2E)-l-((3E)-6-i^ O a-3-Ui^^^jlT$.y )^5^;i/M,2,3,4-x h 7 b h'P- 

l-:^^ '•^->'^)-3-(l-'l'> K-;i/-3->r;i.)-l-;^=lPV-N-(4-tf-^«;s;-;M^ 
20 )l)-Z-ru;^^^TK> 
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(2E)-l-((3E)-6-^^ D D-3-[( $ J )^ 5^;U]-l,2,3,4-7^ h ^ k K 

D-i-dE^y U-;i/)-3-(i-'i' > h--;i/-3-f ;i/)-i-::r^v-N-{[i-( h >; 7;v:tp 
7^L'^-^\,)-^-\l^^)^J-}^/'\/.^M-^--/uJ^yTXl/ (206 mg) ©p^^J^/'— ;i/ 

(4 ml) mi^^5bU»^A7jc^^ (2 ml) ^^JD^fio SiiS^S^^^ST* 5 ^ 

U.^jl^^s iSilitfeo ^#€.nfc^^rB>Ki^*4 IPE T-i5fc^l^ts 'l^m^b^tJ (173 
mg) <&li>fe:o 

IE (KBr) : 3294, 2916, 1653, 1488, 1093, 742 cm'^ 



3-(i-^>\;-f ;i/-4-if^';$^-;i/)7'D;i>ii (2.01 g) cdp?^^-;i/ (30 

ml) ^^Slc*^tT^<b5^;r-;v (1.09 g) 3&?STtfco CiO^^^&^K^^T 1 m 

hUe^ATk. 7Jci5J:t;fil?a:^:^7jcT-^?t^^iliUfe (MgSOj o MjET^JI^&g 

x^;i/ = l/l) TUtMU nmcs^^ (1.99 g) ^4ftfe:t'l'^^bT#feo 
MM : d 1.20 (2H, br), 1.58 - 1.68 (2H,' m), 1.60 (3H, br), 2.36 
(2H, t, J = 7.4 Hz), 2.90 (2H, br), 3.68 (3H, s), 3.70 (IH, br), 4.70 
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(Ifl, br), 7.39 (5H, s). 

3-(l— ^i/^/^' ;i.-4- tf-«. U -;i/)-i-7-d; V 




5 ^-il'^>^J^;V-i-}^^^)t;-;v)ruJ^ym;^:^J]. (1.99 g) . LiBH,(0.24 

g, 10.8 DUDoDx (0.35 g, 10.8 mmol) ©Ji-t^;!/^^^ 45»c-?' ' ^' 

30:9>P^^^Ufeo Sii&^^^^z^^^T IN (10 ml) :&Ja^, 10 ^P^^^^, • 

(Mgsoj . i^vij^M^A^rD'^hir^y^'- mmmm:^^D->m 

10 ^x5^;u=i/i ^ T'J^tJUT. :^M{b^% (1.04g)^M^;4- 

■1';^i:LT^#fco 

'H-NME : d 1.20 (2H, br), 1.32 - 1.40 (2H, e), 1.47 - 1.64 (2H, m), 
1.60(3H, br), Z.90i2E, br), 3.64 (2H, t, J = 6.4 Hz). 3.70 (IH, br). 
4.70 (IH, br), 7.39 (5H, s). 
15 #%^J 11- 

CHO 



3-(l--^>vr>r;V-4-lf^.;^:.;i.)-l-rDyV-;v (1.04 g) . 2.2,6,6-^ 

h^^5^;i.-l-t^^.;i;-;i,^:^^ ^U^.^.^^^^ (ooog g)^^.^ 

NaBr(0.48 g)© N;UxWlf^x^;i,/;^ (6/6/1) (39 ^^ic^^T^t 
<^*^t:&dst„ NaHC03 (1.06 g) ^^jf NaOCl(5%.^^t ; 6.8 mDo^g-^^M 
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(24 ml) ^ 40 ^?st^\fxmr Ltzo Rmt^mT 10 ^mmwm. ^mm^ 
^s^iiUs Tkii* h;vx>/THF(io/i)T-fiaibfeo mmm^it^nmm'^x 
Ki(o.83 g)(D 10% msQ.^mt m n&zSzOi (Dm-t^^x-m^^^. ^mbtz 

(MgSOJ 0 UZy^m^^^Ls <iM{b^tl (0.61 g) *^fe@<*:i:bTf#fc 
5 ^H-NMR: d 1.20 (2H, br), 1.58 - 1.65 (2H, m), 1.60 (3H, br), 2.35 - 
2.55 (2H, m), 2.80 (2H, br), 3.70 (IH, br), 4.70 (IH, br), 7.39 (5H, 
s), 9.79 (IH, t, J = 1.6 Hz). 
MASS (FAB) m/z 246 [(M+H)*], 491 [(2M+H)*]. 



10 (.2R)-N-[(l-^>V^-1*;i/-4-t^^';s^n;i/)^5^;i/]-l-((3E)-6-t^DD-3-[($^ 
;'t5=-;VT^^);>t5^;i/3-l,2,3,4-x h7b h-p-l-:3p/' \j 

;i/-3->f ;^)-l-2^^v-2-:7•D>>'^>7' ^ > 



(2R)-l-[(3E)-6-t57DD-3-[(i^^5^;U7^/)^5^;i/]-l,2,3,4-7^ t K 

15 D-i-dr-y u -;i']-3-(l--i' > h'-;i'-3-^ ;i/)-i-:t^v-2-ro;'^>r ^ > 
(1.23 g)<DJL^ j-j],(z5 Ml)^mz, 4-3^;u^;i'-i-^>\;-i';i/t:^U 

(0.78 g)^mu'cm^. 15 ^mmnhtzo ^iQRj^m^mizhVT'izh^i^Tii 

20 m^x?-;i/=l/l tttaiUfeo *iUi$^fn:t^7XT-i5fe?tU ^mW:. mmhfzo 



M'MM 1 



CI- 
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m (IBr) ; 2910, 1615, 1487, 1435,- 1275 , 740, 709 cm-K 
5 MASS (PAB) m/z 612 [(M+H)*]. 

l^^T(DmMm 2-7 izmmoit^mtmmm 1 tmm^ vx-^^Ltco • 
mmmz 

4-({[(lE)-2-((3E)-6-i^DD-3-[(J^p?5^;U7'$^)^5^;i,]-l,2,3,4-7^V7ti 
KD-l-:^y '-'-''^)-l-(l-'l'>K-;i'-3-f;M5^;i.)-2-:t4Vx5^;i,]:P^^} 

10 p<5^;i')-i-i^^i;-:>>;b;i/:it>^^>s;;i. 




IR (Or) : 2917, 1687, 1486, 1091, 739 ce'^ 
MASS (FAB) m/z 642.4 [(M+H)*]. 

15 (2R)-N-[(l-^>s^;i.-4-i^-v.je;-;i.)^5.;i,]-l.((3£)_g.^PP.3_[(,^^^ 
• ^ y )^5^;u]-l, 2,3,4-5^ h ^ t h- D-l-df^ U -;v)-3-(i-^ > K-;V-3- 
-r;i/)-l-;?|-:^V-2-7'D>''?>T$ > 
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IE (KBr) : 2909, 1644, 1485, 1091, 739 cm'^ 
MASS (FAB) i/z 598.4 [(M+H)*]. 

4' 

5 (2E)-l-((3R)-6-^ D D-3-[(i?^5^;V7 ^ y )^5^;i/]-l,2,3,4-x h 7 1 h* D- 
i;-;i/)-3-(W>K-;i/-3-^;i/)-N-({l-[(l-p«^;Wl-r > h'-;u-2- 



IR (KBr) : 2819, 1613, 1484, 739 cm-^ 
10 MASS (FAB) m/z 665.4 [(M+H)*]. 

(2R)-l-((3R)-6-^j7DD-3-[(i^yf';VT^y)p«5";V]-l,2,3,4-xh7b KD- 
l-^y i; -;i/)-3-(l-^> K-;i/-3-i';i/)-l-:t=^V-N-{[l-( h ';7;U;tPT-fe 
5^;i/)-4-t^^Ui^-;i/]p«5^^}-2-7*D;'?>T$> 
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IE (Or) : 3324, 2920, 1684, 1487, 1457, 1202, 1141, 743 dD'^ 

1-^>'J-C Jl-ii-[(l]L)-Z-(m)-6-^aa-3-l{t;^^JlT^y);>(9■;v]- 
5 1,2,3,4-5^ h^t h'D-l-^r^ U-;i/)-l-(l-^ > h'--;i/-3-f ^;i.)-2-;^ 



11 (KBr) : 2932, 1614, 1435, 1095, 742 cr» 
MASS (FAB) m/z 598.3 [(M+H)*]. 

II»J7 

N-[(lE)-2-( (3R)-6-i:7 D D-3-[( ^ y )^ 5^;U]-l,2,3,4-7^ h 7 t K 
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10 



15 




IE (KBr) : 2936, 1620, 1484, .1227, 740 cvT^ 
MASS (FAB) m/z 651.4 [(M+H)*]. 

mmm8 

N- [ ( 1- ^ > y -f -4- ^ U - ;i/ ) ^ 5=- ;w ] -N- [ ( IR )-2-( ( 3E ) -6- D n -3- 

)^f^;i/]-l,2,3,4-5^ h^t KD-l-^y 0 -J]y)-l-il-^ > 
--;i/-3->f ;i/p«5^;i/)-2-:t=¥V3i5^;i/]T-fe K 

Civ 




( 2R) -N- [ ( 1-^ > ^ ;U-4- ^ U t^-)]y )/ 5=-;i/ ] -l-( ( 3R) -6- ^ D D -3- [ ( 
);<5^;i/]-l,2,3,4-x N^h Kp-1-=^/ U -;i/)-3~(l-'r > K~ 
;i'-3— f ;i/)-l-^^V-2-rD/1>T^ >(200 mg)i: h V:^^J\yT^ >(47 ml) 
©7" h^t Kn77>(10 mD^^ic^ mihT-t^MZi il)^^^^rTT-jQA> 

i-iJ7A^u-Th^'77^ -{mm^m ^^■b->/g^^x5^;i/=l/4-'if ^xf^ 
;W|^^x5^;V/xi5'^-;i/=20/l)T?)ltilbfeo #^>nfc^^^t«tl&5^^ IPE/^ 
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^1^■>T•^#b^ mmit-^^ (150 mg) ^ntzo 

Ifi (KBr) : 2926, 1626, 1487, 1446, 1275, 742. 709 cm'^ 
MASS (FAB) m/z 654 [(M+H)*] 

mmm 9 

5 (2R)-N-[(l-^>>7-r;i/-4-l^^U^:^-;i/)^5^;i/]-l-((3E)-6-iJ7DP-3-[(i^-^ 
)^5^;i/]-l, 2,3,4-5^ h7t h'D-l-:i|r^ U-;i/)-3-(l-^ > ^•-;l/- 
3— T ;i/)-N-;^ 5^;i/-l-;t^V-2-7'D/^>7 $ > 




(2R)-N-[(1— ^>y^';w4-^^^i;^-;^)^^;^]_l_((3j)_g_^PP_3_j^^ 

10 ^f^;!/^^ /')^5^;i/]-l,2,3,4-7^h7 t h*D-l-:i^>' U -;i/)-3-(l-.f > K- 
;i'-3-^;u)-l-:t=¥v-2-rD;i>T^>(200 mg)©7'-fe N-hU;i;(15 ml)^ 
^Sfcs 37%;l^;i.x'U>(0.122 ml)$M?aT-SP^. 5 ^S-P^^J^bfco ^feV^•^^:® 

m^titz$m^^^^^ m/-^^p->X'^^u wm^t^^ (112 ig) ^^§^c„ 

IR (KBr): 2929, 1630, 1487, 1457, 1272, 740, 708 cuT'. 
MASS (FAB) m/z 626 [(M+H)*] 

20 ijiTo^^^j 10-12 izmmoiij^mtmmm 9 ^i^^^t: tr^^tfeo 
mmm 10 
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(2R)-l-((3R)-6-i:7DD-3-[(i^ 2,3,4-7^ h5h h'D- 



IE (EBr) : 2928, 1626, 1487, 1457, 1231, 739 ci'^ 
MASS (FAB) m/z 679 [(M+H)*] 

mmmn 

i2l)-l-i{3l)-6-p D D-3-f ( S^p? ^ ^ )pt 5^;i/]-l,2, 3, 4-5^ h 7 1 K D- 
1-JF->' U-;i/)-3-(l-'r > K-;i'-3--r;i/)-N-j>{5^;i/-l-:^:3pv-N-{[l-( h U 7 
D Tiz )-4- 1^ ^ >J p{,5^;i/}-2-7"D /I > T ^ > 



IR (KBr) : 3333, 1684, 1653, 1487, 1457, 1200, 1142, 743 cm"*. 

mmm 12 

(2R)-l-((3R)-6-i^ P P-3-[($;^ ^JVT^ J )p<5^;i/]-l,2,3,4-x h 7 h K D- 
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5 IR (Or) : 2920, 1635, 1486, 1457, 1228, 740 cr». 
MASS (FAB) ib/z 893 [(M+H)*] 

(2E)-l-((3E)-6-i> D D-3-[(^>-^5^;i.T ^ y )p« 5^;u]-l,2,3.4-x h ^ t K p- 
1-:^^ y->'l')-N-({l-[(5-i>DD-l-^5^;ix-l-f > ^•-.;^-2-^;^);?,;^,^- 
10 >'V]-4-l^-^i;i^n;u}^^;V)-3-(w>K-;P-3->f;i.)-l-;r:J^V-2-7-n/'?> 



CI 

(2a)-l-( (3E)-6-^j7 D D-3-[( ^ )p? 5^;u]-l,2,3,4-7^ h 5 h K 
D-l-^^y ';-;i/)-3-(l-^ > K-;W3-^;p)-l-;t:^V-N-(4-t^^U 

80 
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jl/)-2-ruA>TK X151 nig)07'-fe h- h U;K3 mDiJ J^t;^ THF(3 JilM^ 
^Wi^^ 5-^PD-l-^5^;i/-lH-'< > h*-;V-2-*;i/;t?>P (65 mg)^ WSC{71 
mg). H0Bt(47 lIlg)^^)^^^ 3 ^P^*i*i?bfeo m^lZ lOX^^^ U-i^A 

IE (KBr) : 3294, 2933, 1624, 1457, 742 cm-^ 

mmmu 

(2R)-l-((3RS)-3-[(S^pi9=-;VT^>')^^;i']-l,2,3,4-7^>7b KD-l-dpy' U 

10 -;u)-3-(i-'f > h'-;i/-3-i';i/)-N-({i-[(i-^5=-;i/-i-'i'> H.-;u-2->r 

;i/;}?-;i/3-4-t^^Ui^-;V}p^5">'^)-l-^=^V-2-7-p;'?>7^> 




(2R)-l-[(3RS)-3-[(S^p<?";i'T^y )^5^;V]-l,2,3,4-x h^t h'D-l-:^^ 
Un;i/]-3-(l-'Y > h*-;i/-3-^;v)-l-;r=^v-2-7-D^i>T$ X0.30 g)0a^ 

15 ^^-;i/(i5 ml)^§^^^I^ i-[{i-^5^;wiH->f >h--;v-2-^;v):to;i/:^-;v]i:f 

-^i; i;>-4-*;wtA7^b h'( 0.324 g)^^iaT;!]Ox.x 15 :9^f^'^#bfeo SiSM 

$iJ^^^ xh^t KD7^>/S^^x5^;i/ (1/1) Ttttbl/fco :t^ji^^fD:t 

mm^t^ : imx5";i/~|^^x5^;i//xi$'y-;i/=20/l)T-JitMbfeo ^f>iX7'c 
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IR (Or) : 2938, 1634, 1491, 1447, 1275, 1111, 741, 710' cr'. • ' 
5 MASS (FAB) in/z 631 [(M+H)*]. 

liiTommM 15-16 izBm(D<t<^mi±mmm utmmiz Lx^m u^o 
mmm is 

N-[3-(l--<>y^;U-4-l^-^i;s^-;i.)7'Dl^;i.]-N-[(lE)-2-((3E)-6-tJ7Db- 
3-[(S^pi5=-;i/7'$y )^g^;i.]-l,2,3,4-7^ h7ti KD-l-:f^>' U-;w)-l-(l-^ ^ 
10 > K-;i'-3-l';i/^5=-;W-2-:2|-^V3z5^;i/]5'$> 



IR(KBr) 3268, 2930, 1628, 1445, 1277, 741 cm"*. 
MASS (FAB) m/z 640 [(M+H)*]. 
■ MMM 16 

15 (2fi)-l-((3R)-6-^PD-3-[(i;^5^;i.7^y)^5=-;i/]-l,2,3,4-7'h7t KD- 
1-^^ '•^-^^)-N-({'l-[(5-7;i/:tD-l-p<5^;i/-l-V> H~;l/-2-^;l/):;!J;^5^?- 
;^]-4-e-^Ui^-;^}^^;V)-3.(l-^ > h--;v-3-^;v)-i-^:3pv-2-rD;'?> 
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Ifi(EBr) 3301, 2934, 1632, 1460, 1235, 743 cffl-^ 
MASS (FAB) m/z 683 [(M+H)*]. 

5 (2EH-((3S)-6-^DD-3-[(^^;<^;i'7'^ y );'i5=-;V]-l,2,3,4-7^>^t Kn- 
U=;i/)-3-(l-^> K-;i/-3-^;i/)-N-({l-[(l-p?5=-;i/-l-'f > h'-;i'-2- 



(2R)-l-[(3S)-6-t^ P D-3-[(i<?^ ^ )^^;i/]-l,2,3,4-5^ h 7 t K 

10 D-l-:3f y 'J -;i/]-3-(l-^ > H-;V-3--^ ;i/)-l-;r=3rV-2-7'D;i>T^ > 
(1.52 g)©Xi57^-;K30 ml)^^tc. 1-[(1-^ 5^;i/-lH-'i' > K-;i/-2-^ 
5!7;i/;^*n;i/]tf^iJ5^>-4-*;i/M;V7^t h*(1.50 g);fe^?aT•^^;l^ 30 ^fi^mn 
Ufeo SJ^^m-^Mi:: h UT^r ^:3^^y7Jc^'^b4^e7^:^^ 'J '^7A(0.94 g)=&^^T' 




CH3 
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20 



25 



5 IE (Or) : 2938, 1626, 1485, 1462, 1269, 1233, 1094, 739 cr^ 
MASS (FAB) m/z 666 [(M+H)*]. 

mm 1 

(2) * 

o 4 . 0 mg 

10 C3) YtP^uzit^m^ 1 n 

(4) h'^^nns/'^i^ 5^ Omg 

(5) 7.5^7 

(6) :«7;i.jK^$.^5^;n,;^D-;^;&;i,c^e/^ 2 0. Omg 

^ 120. Omg 

15 n^^^m^l.^ (1) ^ (6) ^^^u J^^J«|fcJ:&^T^u ^^J^f#^c. 

(Molecular Cloning) . 1 9 8 9 #^k:iBm0;^?Sfc(^eofeo 
(1) th. vvh:;^^5^>,,^:7^^gg^^_,^^^^ (hSSTR4) D 

&«©thSSTR4DNA®SaSE?i|CEohm 6. rns^-y^i. . ^j- 

Katl. Acad. Sci., 0SA)90 4196-4200 1993 « DNA;J- 
U;Jv-. S4-l*J:acS4-2*^^tfc. S 4 - 1 <offi?.JI±. 

5' -GGCTCGAGTCACCATGAGCGCCCCCTCG-3' 
?!IS# :1)T*!), S4-2 
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5' -GGGCTCGAGCTCCTCAGAAGGTGGTGG-3' (E^lJ 

mmt\.X\±. hh^^i*:DNA o ^?±. * ^ D CL6550- 
1), ^^Ir^feo ^DNA 0.5 iigtc:±i3DNA;t';rJ'v~^-en^ii2 5 pmol 
5 -roJOjlx Pf uDNA5j<V^7— fe* iXh^i^^-yim) 2.5#{^C<fe^V^ 
T^Upi^-- If^imSiiS (PGR) *fT«iofco Pf uDNA^i^ 

9 1 ^m. 6 6'CT- 7 5'CT- 2 :^9>f^^ 1 l^-r ^ 

;i/^L-C> 3 5-y-'<^;H^D3ibfco l%7.:tf n-::^^;i/T-li^^8iib 

10 iStlii-rSi^-^X 1 . 2 kb) ©D N A©r>^As#Mfl«Jfc:ii«i^tL 

TV^fco i^DNA©f>^-<^r:5!/P-X'y;i/i^f.S^{cbfc*SoTllIiKU Hinc 
I IV-^ h-CPiSUifeT*^;^^ KpUC 1 1 Sm^i^U i3>Vfx>h-fe;i/-C& 
5;^JK® (Escherichia coli) JMl 0 QizB^m^Lfto mBNAmi^t^ 

Rohrer 5) ©^^l3|BiK^nfcE?l) t-St bfco 

(2) bh • V7h;:^i$'5^W-feri5'-ilSS-b-:/iJ'^7-4 (hSSTR4) D 

20 CHO «T©^3^^^^^^-^:UTtt^ pA 

KKO-1 1 l^m^tzo pAKKO-1 1 l{±iJ:©J;^ilbT^^bfco ^i^li 
^5 -0 7 6 3 8 5-t4:^^fcfBl©pTB 1 4 1 lis^^M^m^ (H i nd I I 
I) ^XXfUmmm (Clal) ^!LS{CioTS.Ra7-p^-:$'-i5J:Dfpol 
yAmi^^i-J^t:ttSl.'4 kb ©D N Aifr>i-^f#feo ttz. pTB3 48 

25 (NaruQ, I. et al. y"^^ ^tiJl - 7> Y • :ty ^ ^J±i)]/ - ^) "^-^ • 
:3 ^ a— -ir— $^3 >X (Biochem. Biophys. Res. Comiun.) > 128 #^ 256- 
264 M(1985)) t^lommM (Clal) J:t;f$iJPIi^^ (Sail) m}tX 
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"^OOVmSO PCT/JPOl/07198 

^i^y^h'ummmmmm'j' (dhf r) ^^ts^.s kb ©DNAifjt*f# 

T4U;y— tfHJ:t)?S^U PAKKO- 1 1 1 7-7;^^ )..^;^^^^^^^ 
iJifc:. b N • SSTR4 DNAKf/^-^^f^r^;^^ K 5 /zg :^^JRgg^ 

5 (xhoi) T^iYbbfe^s i%Tit3ti-7.^ji.mM^m.^m\ hk- sst 

R4*3-Kt^l.2 kb ODNAif>t-^Ii]JRbfco bT^ ±13©^^-^^ 
iJ'-pAKKO-l 1 1 (5.5 kb) lus (Se.ll) rm'ftL. 

b> - SSTR4 DNA^>f*|¥ArSfei6©iJ^D--Vi>^glj<fttf>^jg{tfeo 
fe^^-^i5'j$'-6^>}-i:1.2 kb ODNA^>j-^<^T 4 D NA U^b*-- If 

. ©4>*»^>t:h . SSTR4 DNAI|f>^-*S7-t3^-_^_{3^l^^j,g^,^j.j^^^ 
tlfe^^r^;:^^ KpAl-1 l-hSSTR4*^;^co ^<D^Wmmi:^^:Km 
® (Escherichia coli) JMl 0 g/pA-l-l 1 -h S S TR 4 t 

(3) Hh ' V-rVT.^^-yv^ri^-m^^^'^i^^zrA: (hSSTR4) D 
• NA©CHO (dhf r-) mm-^O^Xtnm 

OHO (dhf r-) Ml X 1 0«m:^, itgScm Oi/¥-^■^ffil;^T^ 

f#fcth.SSTR4 DNA^^r^;;^^ K PA-I-I l-hSSTR4. 
1 <^U>^:^7;US^^;A^ (Cell Phect Transfection Kit ; Pharmacia 4± 
M) T'^Abfeo #A2 4^P^^. J$m^ 1 0%^g^^ff'i7i^j§&j^jlQ?i:&#tfi5^;v-^ 

(DMEM) fc:^;iT. n--^?g^-ri,i^jgS 
(r«tfc-fe^ dhf r-^M) ^^^bfeo ^^,^{3. ^^^^Lfc«^Rg##f? 

^-^6M^^tg*WT0;&^T-^iJ^bfeo • S S T R 4 

C5 OmM hU:^-^^, ImMEDTA. SmM ^{bv^'^.i^e? 
A> 0.1% BSA. 0.2 mg/ml >'^S>h^i^>, 1 0/zg/ml D-f^T-^v, 
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l/zg/ml ^y7.^=}-y. 2 0 0 units/ml r^D^^-V (pH7.5) D ^'#1151 

U iIBait*2 0 0>ul fefcD 2x1 O^iitlSilbfeo 2 0 0//1 

lCi9«?ibs 5 nM ["'I] -V7h;^^^>- 1 4 (2 0 0 0 Ci/miol.r-^^ . 

5 ^m^fitjM'^fi (NSB) tSfl^r5fc«>t::> h 1 4 (10"^ 
M) 2Atl :&ijn7Lfe5^i-t^*)-r>=^i^-i^3>tfe«' tJfe^t^MtB^ C5 0 mM 
hij;^-^^s ImM EDTA. 5 mM J^'fb-^^5'';tsiye? A (pH 7 . 5 ) :) (1. 
5 ml) ^^gJaU GY/Yii^Tsmm^^ (Whatman %t) T-^iix ^ 
(1.5 ml)t:^?i^L/fco 5«SO C"MD •^y-i^tf^y^-'^m'^Xjf^. 
10 <bTx V-ThJ^^^^^yiSiS^fSliOl^VAglia^x hSSTR4-l-2^5ltRb 

(4) h • Vx'h:?^iS'5^>^-fe7-i^-SaKi^-:^i5'^r4 (rSSTR4) 

^^®5yh SSTR4 " D N AOJffi^S3?!l CBito. H J. Biol. CheE.^ 
15 269 ^x 12722-12730 1994 tcS-^t. D N A;^- U S 4-3^3 

J;tJfS 4-4<fe^^bfco 

S4-30ffi^J{±> 5' -AAGCATGAACACGCCTGCAACTC 
-3' (E^tl#^: 3)T$)?)^ S4-4®E^J{i. 5' -GGTT.TTCAG 
AAAGTAGTGGTCTT-3' (lB?!l#-t: 4)T-feSo 
20 I^SiibTlix Sprague-Dawley ^ y l>i{p^^S<*:D NA^E a s y-D N A 
TMKIT (-f>t:hpy> (Invitrogen) ttSU) %;BV>X8iS4bfe%0^iS^ 
Lfeo ^DNA 0. 5 ng t3±l3D N A;t U =i"^-*^^%^tl 2 5 pmol "foin 
TaKaRd LAPCR K I T (^J';!b7.. (TaKaRa) <±^) ^^V^T>^? U 

25 ^iS^f^lis 9 5'CT3 0#r^> 6.5 "CT- 2^3 0#f^^ 1 ■b'-Y t■r^ 
3 O-b-'f ^;i/iiDaibfeo SJi&?^^ l%:?'3b"D-:^^>'i't:m^Mb:^c^c:5> 
afi5i:-rs-y-^X (iri*)1.2 kb) ®DNAif>^•^)5#^6^J^C^i^i^l^TV^feo ^ 
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DNAifM-^T*-D-;^e7';i/i^.^S^fefCbfeiSoT|I|JRU ORIGINALT 
A CLONINGKIT (Invitrogen M) o^^^Jr- (pCRTM2. 1 
mSh^) )lzmmu ^>\^y'>V'\zJV7:$>:b:kmm (Escherichia coli) J 

(5) ^>yh 'V'^hX^^>]y^y^-^Q^^-:f^^y4^ (rSSTR4) 

±l3Tftf,nfc^5/ h • SSTR4 DNAif>^-^^1-sr7;^$ H S/zg ^ 
mmmm (EcoRD X^m^tL. T4DNApolymerase^SLfem^ 
1 %7';??D-;:^y;i.S^^|^^^V^. h • S S TiR 4 ;S i . 2 

kb ODNAif>^$liIiRb5^c„ ^ bT. ±m(D^m,^'> ^ AKKO- 1 1 1 
(5.5kb) 1/zg ^MPIS^^ (CI a I) X'm<h. T4DNApoIymerase. 
J:TJf Alkaline Phosphatase M-S U ^ y h • SSTR4 D N Air>t^Jf A^T 
«:fc©0^^p-->^M^<t^L;feo mmm^^^^mf^ti.2kh(DD}JA 
ir>i*i:^T4DNA«J:?f-Hf^^VNTJ^^U SifS^S*ite-fbA;w>e7i,^k:T:^ 
20 ^®JM10 9lC#AU M'Mmimi^(DrPiy^^^^i,h • SSTR4 DNAir>}- 
dsrD-:E-tJ^-{c:^UTM:;^fRj{c?fA^n;t^3^7'7;^^ K pAl-l l-r 
SSTR4>&#;fco :i©B^^^^^;^Jl® (Escherichia coli) JM10 9 
/pA-1-1 l-rS.STR4i:^^stfco ' 

(6) ^tyh .y-^^^^5.>i/4,;7.^_g^^^-,^^_,^ (rSSTR4) 
25 DNAOCHO (dhf r-) i^ia-.0#Ai:^-^ 

CHO (dhf r-) «lxlO««^, ^gScm 0^'t-^'^ffiV^T^ 
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;tixK^*) f 24BtP^ig^U il©mic. ±l3T-#fc^'^ h • SSTR4 
DNA%3i7-7;^^ h* 1 pA-1-1 l-rSSTR4^.10//g ^V>m 
(Cell Phect Transfection Kit ; Pharmacia) y^P^Lito 

(DX'^lZLX. VTh;^l5'^>ig^^S^4®l^V^j^fia^*^ rSSTR4-20-2 

10 B^M^Ltzo 

(7) V v h;;^^^>l.'-b7't$'-4<fe^^1-SCHO$ij3aMia:S'Oili^ 
t h:fea:lif^'j' h • W ^;;^^5^>^■fe7•^-4^3^CHOf^|^^ hSST 
R4-l-2x $>SV^{ir SSTR4-2 0-2 5 ( 1 x 1 0 ^ 5 mM E 

DTA^muLtz') >mf^m&^-^m^. (pbs-edta) kw^-^ -^^'i^^ ^ 

15 fco mo^L/^;' ^fciilSffl7J^^s'^^- hA-^;;7 7'~ (10 mM NaHCOgs 
5 mM EDTA. pH7.5) 410 mljQ^s JJ^U h If-^^ 

v^TJ^^s^^^-h bfeo 4 0 0 X gt? 1 5^p^»b-rii^nfe±?i^$e)(3 1 
•• oo,oooxg-r m'm^(otzw^^"^tco :ioitm<\^t 2 mi 

. OT^if^^ ;%^y7-7- [2 5 iM Tris-HClxl mM EDTA (sl^u 
20 >i?T^>Eg0^) V 0. 1% B SA ('i7i^Jfa?i:?';v:^5.>) N 0.2.5 eM 
PMSF (7 3i-;vp(f^;i/;^;vi^rL;i/7;i/:t5-f h*)\ 1 /^g/il 

2 0^g/ml D-l-^y-^ys lO/zg/ml 7^;^7;^-7 5 • pH 7 . 5] fc:^ 
100, OOOxgT-mF^^'Cvbfeo tfc?^i^i:bTll]JR^nfemiS^* 
||ZJf2 0 ml 07';'-fe^''^';'7 7-liSSSSU tS-^bts -8 0°CT-^%#Un ^ 

(1) th . vTh:^^5^>v-fer^-lia^i^:^i5''f7'i (SSTRI) dn 
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^'3±;i..T:fe^^-.;t:r.i^^:r>^.^-x;^x- (Proc. Natl. Acad. 
Sci., USA) , 8 9m. 2 5 1-2 5 5M> 1 9 9 2^)- {zg^t, dn A;t U 
S 1 - 1 ;fe J;tjf S 1 - 2 bfco ■ S 1 - 1 (Dmm\t. 5 ' - G G T C 

GACCTCAGCTAGGATGTTCCCCAATG-3' (IB^J#^ : 
5)t?^t). Sl-2©®^J{i, 5'-GGTCGACCCGGGCTCAGA 
GCGT CGTGAT-3' (iBJ!i## : 6 ) T^So ^Mfc btl*. h N^fi 
(*:DNA (^D>5^.;;^^, *^D^*#^CL 6 5 5 0- 1) ^^V^feo MDN 
AO. 5ng{CBfil3©DNA^U3-T-^^n^ix25pinolJa^, PfuD 
NA4^';X^-Hf Uh^^^->(^)) 2. 5#tt:^MV^T^U^^~^f^ 

15 m^3c|&bfei:i5. ifilJtr^^^rX imi, 2kb) 0DNA»f>^-*i>tM6<,fc: 
ii4g^*T,TV>;feo ^J>NA»f>4-^7':^D-;^ef;i.d=.f,S^fc|l£oTInliRu Hi 
nc II hl:mmLtz pUCllS IC^i^U r>>l^^> h-fe;i,T-feS:c^^ y 
t:?- (Escherichia coli) JM 1 0 9 IZB^m^Vtco miDl^ Am^rt: 

«f^gALF DNA$.-^>1^>- T-#ADNA^>t-0 
(2) • VV^>^^5^5->^-fer>^'-^^^^^V^^-,l (SSTRl) DN 

cHo (5^-^^--x.'NA:?^iS^-^^) mm,i!0mm,-<^^^-t\.z\ts pa 

KKO-1 1 l§^V^feo pAKKO-1 1 1 J: a li^^L^co m^S 
-0 7 6 3 8 5-t42^#k:fB®©pTB14 17A^e>Hind III ^^J;ucc i a 
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kb©DNA»f>t**^lfeo PTB3 4 8 • 7> H • 

ti-7^i^i3jV' U1^— f- • u ^ -ir— >X (Biochem. Biophys. Res. 
Coimun.):, 1 2 8, 2 5 6 - 2 6 4M, 1 9 8 5 C 1 a liiXXfS. 

5 all *!!!SK:j;!3i^bh'D||mM7C^^ (DHFR) ^^^*^t?4. 5kbO 
•DNAif>t*f#feo C:n^©DNA»f>t-%T4 5K'J^5— lf^a.SlCj:t)5lcJS}*^ 

fe*liJ:t3^ieU pAKKO-1 1 ly^XS. 
^^bfeo ifetclSiB (1). ■rf#f>tvfehh . SSTRl DNAKK-^^-rST* 

10 l!i<&fTV\ t h • S STR l^u-h-f S 1 . 2kb©DNA»f>i'*IillRb;'£:o 
^UT^ tufBCD^3i^^iJ'-pAKK0- 111(5. 5 kb) l/zg^S a 1 
It?:?iYfciU t: h ' SSTR 1 DNA^/t^iffAf '5fe«)0i5'D~^>t;?'^<4 
^imx^tco Unm^^^-myrtl. 2kbCDDNAiTK-<&T4DNAU**- 
-lf*fflv>T?^^U Sli5?S$Jg'fb5b;i/$/'i7A^l::T:^J^MJMl 0 9fc^AU 

15 Ji^Hfemi*^CD4'*^^t h • SSTR l DNAifM-*S7*D^-^$'-lI^bT)Ii75 

jqifc:}?A^tLfe^3®7-^;^^ h'pAl-1 l-SSTRl^f#feo CLomMUm 
f^i^oii/aiUbT JMl 0 9/pA- 1- 1 l-SSTR.li:^^-r5o 
(3) t h ■ V-x' h;:^^S'5=->V-fe7';$'~S^^-9-:ri5'>f n (SSTRl) DN 

ACDCHo (dhf r") mm^omxt^m 

20 CHO (dhf r-) Ml X 1 0«ajSa§. ii@8 cmO^>1'~l^%ffiV^Tx 
1 0%e7i/J§§lSJ^il^^#tf>'^AF 1 2JgifeT2 4I^P^lg^U COiSBBStitaiB 
(2) Tfffct h • S STR 1 cDNA^^^r^:^^ h* 1 pA-1-1 1-S 
STRls 1 0 usJ:0>^^)Vi/r^Am (Cell Phect Transfection Kit; 
Pharmacia) T-^IAUfeo ^A2 4^®^. 1 0 %^iff e7^>MjfilJf 

25 tfDMEMJSm{3j^;lTs 2is:J$i1fet?:3D:z~:&JF^fife-r;5m (rttet.> DHF 
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MOEDTA^ SmMomb-^^^iy^K 0. 1%©BSA. 0. 2mg/m , 

i0/t^>h^^>, i 0Ag/mi©D>r-^7-5=->. lug/mio-^rx^^ 

2 0 0units/mlOT7-D5^:z> (pH7. 5)Dt^S^U UI^ 
^200/zl^^&t)2xl0 *Mfc:®ibfeo 2 0 0 a 1 ^^^L-y^iz^^ u 
5nM C»^«n -V-T 1 4 ( 2 0 0 0 C i /mm o 1 , 

Amershan) 2ul^mmU 2 6 0 ^F^-f ydj^i-^-i/ 3 > ^^^/^^^ 

0mm&^m^Si (NSB) ^SS^-r^fc^lc:. V"t h;^^5^>_i4 (io-< 
M) 2Al*iP;t^c5^^-:r<fe<<>^PaL^-i.3Vufeo C5 0m 

M©h';;^^^, ImMCEDTAs 5 mM©:^-fbT:J^;f ^ ^; a (pH7. 
5) : (1. 5ml) <fe^5nu GF/F:^^^j|i$i5«E (Whatman ^t) -^55®, 
^^fcl^Mto (1. 5ml) -^ifettLfco 5iSEO C'^^'i:) *r-*e7>i5'- 
rSrJ^Lfeo ^0J:5fc:br^ ^;^>5^5^>ig^^40;^|,^0Jgg;^^ SSTRl • 

(4) b h . V'x'h;;^^5^>n,ri57-ga^i^:/^^:7.2 (SSTR2) DN 

^^©th • SSTR2 cDNA©Jg^iE3?y C^D . . 4f . 3)- 
^3:^;i.. 7-;^^.-.;^:^.^^^^;^ ^^^^^^ ^^^^^ 

Sci., USA) , 8 9#. 2 5 1 -2 5 5Ms 1 9 9 2#D t:S-3t^ DNA:rU 
:J^?^PT-ij3j;ytpT-2^^^bfe„ PT_i^2)|e^j,i^ 5'-GGTC 
GACACCATGGACATGGCGGATGAG-3/ (iB^J#^ : 7) 
^?)s ^7~2<Dmmt. 5'-GGTCGACAGTTCAGATACTGG 
TTTGG-3* mm-^: 8) T-*5o t KTS<*:cDNA (^^DV^-y^ 

:fet> *^D^#^7 17 3-1) mmtLxm^rzo.mcj)iiA ingm 

i3DNA:t'j3-7-§^n^-n2 SpmolJjD;^, T a q DNA^ U ^ 7— ^ 

^tts *5f3TaqDNA^>J^7-^'^c^i{^f^tv^c^i^^Sfc:^^£ofco Sii&^mi. 
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mtt^-^-cx mi. ikb) (Dj)}^Am>^mm&o^im^-^fix\.^fzo m 

J)}^Am}^^T^'u-7.^JVii^^nmizU^xmUL. nine II •y--f 

(Escherichia coli) JM 1 0 9 izBnUWkLtzo N Aif)t<&^tf7-7 ;^ 
^ \'^^t^mn^Wkiih^2m {^0. 5 iSi-yf No.7) 

A^tM) tffiADNAisfM'^igSiaj^J^Sligbfeil^iax No.5 ^.OSall- 

10 Bst Fimol 7 Q^'-7.^>^(Dw.m^\z^^mifii^mmm.-^fi. no.7^ 

CDB s t P I.-S a 1 IP^©3 6 0 -^-XiT>^'©E^J«il;^^M3bs 1 >rmSilg^ 
nfco ^in?> No.5»©BstPI-SalIifM'*JJ;t5No.7:»©BstPI 
-Sal I^|^V^feaDOB?f;t'fe^ U Cixt,^^^ 

(5) hh - V^h;^t5'5^>l/-feriJ^-ge^-t?-:7'jJ''f7-2 (SSTR2) pn 

CHO (^^'i'--XAA;^^-§pm) mmX(D^^^^ ^ -bVXlt. luiB 
(2) fBa©pAKKO-l ll^^V^fe„ MIB (4) T•^#&nfcfcl h . SST 
20 R2 cD.NAif/t^.^-rS.r^;^^ K 5 g^MfiggS^S a 1 Itf^^-fbLfe^s 

i%z**D-;^e7*;i/^^^i&^m\ t h • ssTRz^u-h-rs i. ikb 

CDDNAlffit^lIliRbfeo ^tT^ mtmm^^ 11(5. 
5kb) l/zg^^Sal lT*?ifbU lih-SS-TR2 DNAMJ^^mXt^ 

tc^^(Di^v-->^^i^L^imLtzo u%m^^^-m)f^t i . i kb©DNA 

MJMl 0 9ic#AU BM^^i^co^P^hh • SSTR2 DNAifr^^-dST" 
u^-'$^-lzMbxm:^\^^nx^htz%^y77.^ KpACO l<&f#:^o 
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?Fmis^^^x$^xUh7 =iV (Esherichia coli) JM109/pAC01 

(6) b h • VVh;^iJ^9^>^^j7-:^_gg^^-7-^^;7.2 (SSTR2) DN 
A(DCHO (dhf r") MjfS^O^Ai:^-^ 
5 . CHO Cdhf r-) j^BSa 1 X 1 0 «|B!Ji&:&, cm©$/i.-V:fe^V>T> 
1 0%.5;.5.fi&m?i^^tPAAF 1 2 JgifeT' 2 4 ^F^lg^U ilOMtltiiB 
(5)T-f#fet:h-SSTR2cDNA^S^7-7;:^$K pACOl. 
*';>^:*;i.5<^e7A^ (Cell Phect Transfection Kit; Pharmacia) nmXL 

(7) t h . V^h7.^^>U-^y^^:^Q^^-:r^^^^ (SSTR3) DN 

i^^Obh . SSTR3cDNA©^^E^J V:^aL^~a:> K>> pj; 
- (Mol. Endocrinol.) , 6#, 2 1 3 6-2 1 4 2M> 1 9 9 id*':? 
§^ DNA:tt;=rT-. S3-l*5J;VS3-2^^figtfc„ S 3 - 1 olB^dfi, 

5'-GGTCGACCTCAACCATGGACATGCTTCATC-3' 
(iB^y#-^: 9) T-feD, S3-20SBm. 5 ' ~G G T C G A C T T T C C 
CCAGGCCCCTACAGGTA-3' (1B^J#-^ : 10) T^So 
l-Tiis th^^<*:DNA (^D>^'yi^tt. ;d^Dc>'^-tCL 6 5 5 0-l) 
*^V^feo MDNAO. 5ng{CBui3DNA;t'jD-7-^:en^n2 5pmo l 
ilP^> Pf uDNA:^<y^^-l? 2. 5^ffi^MV^T 

/^f^i^^c^g^S^C^^!ofe„•^i;£;^/ij:tt^ 9 4^CT1^P^. 6 3 "CT 1 r^-P^, 7 

D-;^/7';i.T-mM^i&bfe^^5.. mtt^i)-^x (mu 3kb)®DNA 
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(8) }ih 'V^h7.^^>U^y^-m^MV-:^^'iy'3 (SSTR3).DN 

5 cEomm-^omm^^^-tLxits (2) gsaopAKKo-i 1 1 

^m^tzo HulB (7) xm^tltzhh • SSTR3 DNAm}^^^t^r^:^ 

V\ b h • SSTRS^n-K-rS 1. 3 kbODNAirM-^IlIiRtfeo ^LT^ 
lufB©^3S'^^^-pAKK0- 1 1 1 (5. 5kb) lus^Sa,lIl!m<b 
10 U th-SSTRS DNArrM-^?fX-rS:fe:K)0i^D-n>^Mtf^^b 
tzo U^m^^-^-tl. 3kbCDDNAif>ti:^T4DNA>J**— ^f<&^V^T 

©^JiJ^^t h • SSTR3 DNA®rM-AS7*D^-^-fc5:*bTji7&lRlfc:ifX$ 
ntz^^y^T.^ K p A 1 - 1 1 - S S T R 3 ^ntzo Z<om'M,m^i^^3Li/ s. 
15 nij (Escherichia coli) JM l 0 9/p A- 1 - 1 1 -S STR 3 

(9) t h • V:7b;3;;$'5^>l/'*2^i5'-SSS-y-:^^"^7-3 (SST,R3)DN 
AOCHO (dhf r") m^03IXi:^3i 

CHO (dhf r-) mmi X 1 0 it^8 cm©^'i'-l^^^V^T^ 

(5) -trfffct h • SSTR3 D N A%3ir^::^ $ K pA-l-ll-SS 
TR3. 1 0//g:^';>^:i7;i'ix>i7A^T-#AUfeo ^A24BtP^^. l^Sfet 1 

0 %^iff "i? i^BJ^ikm^-^ts DUE umm t T ^ *J$ife-r =iu:z- trnj^t 
5« (t^jfc-^N DHFR+m) ^M^btzo ^i^^nfem^Rg 

Ufeo ^Ockatdl/Ts V'^h;^^5^>i^'^mtDl^v4ffl»> SSTR3-1 
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5-1 S^ilJlTlLfco 

(10) th . V-x'h;^^5^>u^7-^_g^^-j^-^^^-. (SSTR5) DN 

^^©t h . SSTR5 cDNAomSE^J CBiochem. Biophys. Res. 
5 Commun., 1 9 5^, 8 4 4 - 8 5 2M^ 1 9 9 3 {cS-:5#. D NA:t U if 
"^-x S5-l^J:ZJcS5-2^^^bfco S5-l©lB3?0li, 5'-GGTC 
GACCACCATGGAGCCCCTGTTCCC-3' (ffi^JS-t : 1 1) 
T$>»?^ S5-20Em. 5'-CCGTCGACACTCTCACAGCT 
TGCTGG-3' (iB^J§^: 12) Tfe^o ^MiiLTJi. hN^^^DN 
10 A {^X3>y^.,^^t^ *^'^^-^^CL6 5 5 0-l) ^MU;fe. ^DNA0. 
5ngfct5iBDNA^Ud'T-^:en^tL2 5pmol5n^. PfiiDNA;}<U 

frofeo ^^s^^ii^ ur>NA:^<»;^x^~^ft^^^^tlfc^|^#fc^^£ofco 

9 4''C-?l^p^, 6 6-Ct:l^P^. 7 5 «CT'2^P^* 1 

-5^ nmt-r^^^x imi. ikb) 0DNAif>i-^4$Ma5fi±i<@^nTVA 

fco BuiB (1) fB®®::^^HJ;bMr>NAiT>J-0^^1BJ!l^St^bfe'^C:5, 
(11) bh- Vv^;^^J^5^>u^^7•^_^a^^^^^^^5 (SSTR5) D 

cRommi:(om.^^^-h\.x\t. mm (2) fBse©pAKKo-i 1 1 

^MV^fco 1513 (10) T^^,nfebh. SSTR5 DNA®r;t^W1-^7-^ 

m\ tih . SSTR5^z»-K^§l. lkb©DNA^>t*Ii]]Kbfeo 
luEO^^-^^^-pAKKO-ll 1 (5. 5kb) lAg^SallT' 
bh-SSTRS DNA^;t^JfA-r'S;^cii(Z)^D-->^-gp{i:^|^ 
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. nU^i^(D^tl'^ t h • S S TR 5 DNA»f;t*S7'P^-iJ'-{cMb'rji:^|qI 
iz^X^titz^myy:^^ KpAl-l l-SSTR5^fffeo 
5 5£xS/i.i;iiT 3 'J (Escherichia coli) JM 10 9/pA-l- 1 1-S 

(1 2) h h • vTh:^^^>\y^y^-'mBn-^y^^y5 (sstrs) d 
NAocHo (dhf r") ms&^omxt^m 

i CHO (dhf r") Jliflai X 1 0 ''m^s m^S cm(Di/^-U^m\f^X.'■ 

10 1 0%'i7i/JiSil.Jfii?S=fe^tfAAF 1 2i§JfeT-2 4B#P^J$#U ^ ©i^Sai^iBulB 
(11) xntz\L h • SSTRS cDNA^?i7"^;j^^ K pA-l-ll-S 

sTR5x ious^v>mtij)ys^'>A^xmxbrzo mx2 4mm^s 

^btco z(D^oizvxs 'j'^hx^^>^'^m^(DM^^msm. sstrs- 
(%) 

MH:0-^T';/-fe'1'fflA*^;;7T-t?#f^bTs 3 jug /ml tL. ^■JL-y'iz. 1 7 
SjuLl t-o-S^^htzo ^mm'^^mmLtzDUS.0m^2 juLl t. 2 0 0 pM CD 

25 %m) 2 5 Jul t^mm^mtULtzo B:k^^&tm^t^tziblz, DMSO 
2jul t2 0 0 ^}{(D'^'l-V'^V7.^^y25fil t^W.tRW^fzRmWitm 

i^bfeo ^fz. t^^m^^^-^m-^t^fz}^^. 10 0/iM ©vTh:^^5^>© 

97 



wo 02/16350 



PCT/JPOl/07198 



DMSO^M 2;zl i:2 0 0 pM (D''' I h>^^9->- 1 4(0m 2 5 
V:^^U>^^>mmbtcK?vh'^>^'^X7^)V^^ (GF-B) ^^V^T^ ' 

^RB^^ (%) 

(TB-SB) / (TB-NSB) xlOO 

TB :m:h:m^mim^. 

10 N S B : 

(mm) 



15 







ICso (nM) 






SSTR2 


S S T .-^ 


S S T R 5 


4 


0.08 


100 


500 


1 7 


0.1 


80 


500 



20 



• B*T•|±i0^i^;fe^Nf02OOO-2 6O8 9O■t^^^^^tT:feD^ 
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lBmiE3?!l#-i- : 5 PCRffi7-^-l'x'-i:UXf^^-r§i;^iSti-^tifc:tUiJ 
lB^J^lSyil#^^ : 6 PCRffir5-fT-i:bT#ffl-rSJ;5^H-$nfe:tUrr 

15 

mmm&fm^i s pcRMr^-f^-i:UT#^i-5J;ai9:tf$tife:tu=f 
20 mmmm^m^: 9 pcRffl7'^-fT-i:tT<w-r^cfcaisti-$nfe;ru:3 
mmmmi^m^: 10 pcRMr5i'T-i:UT#^i-§J:a^tf^nfc.:t'; 

lamiB^m-^: 1 1 PCRMT-^^ x'-i:bT<tffi-rSJ:-5^tf^tife:t'; 
25 if7^l/:t5=-K 
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CO-, -SO-v -SOa-N -NR«- (R* li7lc5j5M^^ /nd^ Wb^i^TV^T* 

C,_6 :7';i/=3r;bx vNDyxb^tbXV^T*) Ci_6 T;i/^;i/-*;b:^>-;K v'nd 

7. Y' f^$^^;s^ag©M^^g[l^eV^U50;^^— -0-x -5-^ 
-C0-^ -SO-s -SOj-^ -NR"'- (R*M±7jc|f?M^> >'NPy Wb^tlTV^T* 

T ^.^.T ^ ck V^ 2 MO.Ci-e^^^^^fbTk^^A* f^MI^^X^ 1 jEcVM. 3 e>5a:S 2 

1 0 . R^dS;,j^^^^X"afeSit*Ji liBfjO-fb^tfeJi^Ci^o 

1 1. rtm^&^^Lx\,^xi>x\>^m^^mmMx^^mmmm(Dit'^ 
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U T V ^ T «fc V ^ 7 X - § H 1 1 IB^OYb-^/^ ^ fc tt ^ 

2 teMI^S©3i:{*i3g R T- If 1 IB® cDfb^i^ ^tzit^ oiMo 

1.6. 1, 2, 3, 4-7^h7t KD:^^ iJ>3S{z:fef:i-;5 3(ifilfil^CDS:<*:gBS 

17. 1, 2, 3, 4-xh5b KD:^y iJ>^K:j3(t?>3{feSifei03i:<*:iBS 

-;i/-3-^;i/)-l-:t^rV-2-7*D;1>:7$ > ; 
5 (2R)-l-((3R)-6-^DD-3-[(s;^5^;i/T$y)pi5^;i,]-l,2,3,4-xh5b h-D- 

1-:^^ ';~;W-3-(i-i' > K-;^-3-f ;i/)-N-({i-[(i-^ ^;i/-W > K-;i/-2- 

•< ^^):^;i^'J?-;i/]-4-l:f-l'Ji;-;i/}^5^;i.)-l-;^^PV-2-7-D>'r^T^> ; 
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(2R)-l-((3R)-6-i^DP-3-[(i^^^;l/:?^^-^)^5">>^]-l,2,3,4-x h^h KP- 
l-3f.j i; -;i/)-N-({l-[(5-^DD-l-;>?f-;p-l-^ > }^-JV-Z'^ J\^)i3 J]^^^::^ 
;i,]-4-t!^i;i;-;i/}pi5^;i/)-3-(l-<>K~;i/-3-^';i/)-l-:^-^V-2-7-D;^> 

5 (2R)-l-((3S)-6-iJ7DP-3-[(i^^^;i/T^^)^^;W]-l,2,3,4-r h7b Kp- 

1-=^^ i;-;v)-3-(i-r > K-;i/-3--f ;i/)-N-({l-[(i-^^;v-i-f > K-;w2- 

2 0. |f*JglfEmcDfb-&^*fcl±-e©J®©rP h'^Vi^o 
10 2 1. ii^:gliBig©Yb-ai^%U<{±^®igtfeli^07'P y^/^'^^t LT 

2 2. VTb::^^5^>^^<*:Jg'&ia^jifiJ-C$)Slt^:®2 lIB^om^tlo 

2 3. VThX^5^^-/1^-::^i5'^r2S$<*:3^'&ll§iSiT-i>Sft^®.2.2f3S80M 

fi^^o ■■ - : • • . ^ . ■ • 

15 . 2 4 . V^bX^^>^^^*{ttt^T-feSil^^2 lf3®©m^tlo 

2 7 . S 




20 i^f^om^itm^^iB^Mtm^m^^st'] ii^^M^h^^trzit^oi^t. 
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i) AS/ND'^Xb^nTVNT^ C^., T)V^)]^l:i^:hm'^. 3; : R^^CHO 

2 9. BilLlti^lc:sf^^lf3m®'fb^i^^,b<{i^©^^fe{±^©rD K^^y^^' 

3 1. Di?Liiifelcff^:ilfBmo<b-^'feU<t±^OJ^t^cli^0rD K^vi/ 
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V 

SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Amine Compounds 
<130> 09417 



<150> JP P2000-260890 
<151> 2000-08-25 



<160> 12 



<210> 1 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PGR. 
<400> 1 

GGCTCGAGTC ACCATGAGCG CCCCCTCG 28 



.<210> 2 

'<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 

<40'0> 2 

GGGCTCGAGC TCCTCAGAAG GTGGTGG 27 



<210> 3 
<211> 23 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PGR. 



<400> 3 

AAGCATGAAC ACGCCTGCAA CTC 23 



<210> 4 

<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220>. 

<223> Oligonucleotide designed to act as primer for PGR. 



<400> 4 

GGTTTTCAGA AAGTAGTGGT CTT 23 



<210> 5 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

i:223> Oligonucleotide designed to act as primer for PGR. 
<400> 5 

GGTGGACCTC AGGTAGGATG TTCGGCAATG 30 



<210> 6 

<211> 28 ' ■ 

<212> DNA 

<213> 2^tificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PGR. 
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<400> 6 

GGTCGACCCG GGCTCAGAGC GTCGTGAT 28 



<210> 7 
<211> 28 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Oligonucleotide designed to act as primer for PGR. 



<400> 7 

GGTCGACACC ATGGACATGG C.GGATGAG 28 



"<210> 8 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PGR. 



<400> 8 

GGTGGACAGT TCAGATACTG GTTTGG 26 



<210> 9 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PGR. 



<400> 9 

GGTCGACCTC AACGATGGAC ATGCTTCATC 30 



<210> 10 
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<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PGR. 



<400> 10 

GGTCGACTTT CCCCAGGCCC CTACAGGTA 29 



<210> 11 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PGR. 



<400> 11 

GGTCGACCAC CATGGAGCCC CTGTTCCC 28 



<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
'<220> 

<223> Oligonucleotide designed to act as primisr for PGR. 



<400> 12 

CCGTCGACAC TCTCACAGCT TGCTGG 26 
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